[HCTPYKIIIA

IJIs1 METUIHOT 0 3aCTOCYBAaHHSI JTIKaPCHKOT0 3aC00y

IIOJA®EB
(PODAFEB)
Cknao:
ditoua pevosuHa: hebyKcocTart;
1 TabneTtka mictuth pebdykcoctaty 80 mr a6o 120 mr;

0onoMidCHI peuoBUHU: TAaKTO3a, MOHOTIAPAT; 1IeJlf0jI03a MiKPOKPHUCTaliyHa; TiIpOKCHUIIPOIIif-
I1eJ1I0JI03a; HAaTPilo KPOCKapMeno3a; KPeMHil0 mioKcHup Konoiguui 6e3BOMHUM; MarHilo cTeapar;
0bos0HKa: cymimt s miBkoBoro nokputts Opadry II Yellow (85F42129): ciupT noniBiHinoBu;
TUTaHy piokcup (E 171); momieTHneHrmikKonb (MakKporo); TalbkK; 3ajlilda okcup xkKoBTuil (E 172).

Jlikapcbka ¢popma. TabmeTKy, BKPUTI MTiIBKOBOIO 000JI0HKOIO.
OcHoO8HI (pi3uKko-XiMiyHI 81acMUBOCMI:

tabnetku mo 80 Mr: TabmeTKy KPyriaoi GopMu 3 IBOOMIYKIIOK ITOBEPXHEI0, BKPUTI MJTiBKOBOIO
000JIOHKOIO Bifl CBiT/I0-2KOBTOT'0 [0 KOBTOT'0 KOJIbOPY;

tabneTky 1mo 120 Mr: TabneTku NpogoBryBaToi GOpPMH, 3 IBOOIYKJIO IIOBEPXHEI0, BKPUTI I1JTiBKOBOIO
000JIOHKOIO Bifl CBiT/I0-2KOBTOT'0 [I0 KOBTOT'0 KOJIbOPY.

dapMmakoTepaneBTHYHA rpyna. JIlikapceki 3acobu mis mikyBaHHs nmogarpu. JIlikapchki 3acobwu, 1110
IPUTHIYYIOTh yTBOPEeHHS ceuoBoi KucmoTu. Kog ATX M04A A03.

dPapmako102iuHi 8 1acmueocmi.
®apmakoduHamika.
Mexanism 0ii.

CeuoBa KHCJIOTa € KiHI[€BUM IIPOOYKTOM MeTaboJ1i3My IIypHHIB Y JIIONUHY i YTBOPIOETHCA TIif] Yac
TAKOl peakxilil: TiMOKCAaHTUH — KCAaHTHH — Ce4Y0Ba KKcjIoTa. KcaHTMHOKCHIAa3a € KaTaai3aTopoM 000X
eTamniB 11iel peakiii. ®ebykcocTaT € IOXiTHUM 2-apHUITia30ily, TepalneBTAYHA [Iis SKOTr0 MOB’g3aHa 3i
3MEHIIEHHSIM KOHIIEHTpAIllil CeY0BOl KMCIIOTH B CHPOBATII KPOBi IIJITXOM CEIEKTUBHOTO IIPUTHIYEHHS
KCaHTUHOKCcHuma3u. PeOyKcocTar - 1ie MOTYXKHUM i CeIeKTUBHUN HETyPUHOBUH iHTiIOiTOD
KcauTuHOKcuma3u (NP-SIXO), fioro Ki (KoHCTaHTa MPUTHIYEHHS) in Vitro CTaHOBUTDL MeHIe 1
HaHoMoJs1. Byro mokasaHo, 110 pebykcocTaT 3Ha4YHOIO MipOi0 MPUTHIYYE aKTUBHICTh SIK OKHCHEHOI,
Tak i BigHOBNEeHOI (OpMU KCaHTUHOKCUAA3U. Y TepaneBTUUYHUX KOHI[EHTpallisx ¢pedyKcocTaT He



IpurHivye i ¢pepMeHTH, 10 6epyTh y4acTh y MeTabos1i3Mi MypuHiB a00 MipUMiguHIB, TAKUX K
TyaHiHme3aMiHa3a, rimokcaHTUH-TyaHiHpochopubosunTpanchepasa,
opotardochopubdosuntpanchepasa, opoTunuHMOHOGOChaTHeKapOoKcHuia3a, abo MypuHHYKIIE03U -
dbochopumnasa.

KniniyHa epexkmueHicmb ma 6e3nekxa.
ITodazpa

EdekTuBHicTh PebykcocTaTy Oyia migTBepaXkeHa y ¢as3i 3 TphoX OCHOBHUX JOCIiXKeHb (IBa
ocHoBHux nocaimxennsa APEX i FACT i mogatkoBe gociimxkenuss CONFIRMS, omucaHi HUX4e), SKi
BKkmoyanu 4101 mauiesTa i3 rinepyprukeMi€eto i mogarpo0. ¥ KOXKHOMY 3 [IUX OCHOBHUX AOCIIAXKEHb
das3u 3 pebykcocTaT Ginbin eheKTUBHO 3HKUKYBAB CUPOBATKOBY KOHIIEHTPAIiI0 CEY0BOI KUCIIOTH i
IiATPUMYyBaB 11 Ha HaJle’kHOMY PiBHIi MOPIiBHSHO 3 alI0NypUHOJIOM. [IepBUHHOIO KiHIIEBOIO TOYKOIO
eexTuBHOCTI B mocnimxkeHHsIXx APEX i FACT Oyna dacTka Ialli€eHTiB, ¥ SKUX IPOTITOM OCTaHHIX
TPHOX MiCSILIiB KOHIIEHTpAallisl Ce40BOl KUCJIOTH B CUPOBATIi KPOBi He nepeBunyBana 6,0 mr/on (357
MKMOJIB/1). Y gomaTtkoBoMy gocaimxkenHi CONFIRMS ¢a3u 3, pe3ynbTaTé SKOTO CTalIu OOCTYIIHI
micys mepIol peectpaiiii pedykcocTaTy, TePBUHHOIO KiHIIEBOIO TOYKOI0 e(peKTUBHOCTI Oyia YacTKa
TIAllieHTIB, V AKUX KOHIIEHTpPAIlisl Ce40BOl KMCJIOTH B CUPOBATIIi KPOBi He mepeBuiyBaa 6,0 Mr/on Ha
MOMEHT OCTaHHBOT'O Bi3UTY. Y Iii HOCIIIAXKEHHS He BKIII0YaJIH ITallleHTiB, AKi [IepeHeCcIn
TPaHCIIaHTAallil0 OpraHiB (AuB. po3nin «OcobIUBOCTI 3aCTOCYBAHHS»).

Hocaidxcenus APEX: mocnimkeHHs e(peKTUBHOCTI (peOyKcocTaTy 3 KOHTPOJIEM Iialiebo Ta
anonypurony ¢as3u 3 (Allopurinol and Placebo-Controlled Efficacy Study of Febuxostat,
APEX) 6yno paHOOMi30BaHUM, IIOOBIMHUM CIIiTUM, OaraToleHTPOBUM TPUBAIICTIO 28 THXKHIB.
Bcroro 6yno pangomizoBano 1072 nauienTu: nnanebo (n=134), pedbykcocrtaT 80 mr 1 pa3 Ha
noGy

(n=267 debykcoctaT 120 Mr 1 pa3 Ha o0y (n=269), pebykcoctaTt 240 Mr 1 pa3 Ha o6y (n=134) abo
anomypusroin (300 mr 1 pa3 Ha mo6y (n=258) mis malieHTiB i3 TOYaTKOBOIO CUPOBATKOBOIO
KOHIIEHTpalli€lo KpeaTuHiny < 1,5 mr/mm abo 100 mr 1 pa3 Ha go0y (n=10) g nmaifieHTis i3
II04YaTKOBOI CUPOBATKOBOI KOHILIEHTpAIli€o KpeaTuHiny > 1,5 mr/gn i < 2,0 mr/pn). [Ins omiHku
6e3neku (ebykcocTaT mpu3Hadanu B 1o3i 240 Mr (y 2 pa3u BuUllle MaKCUMaJbHOI peKOMEHI0BaHO1
OO3H).

Hocnipxenus APEX moka3asno CTaTUCTUYHO JOCTOBIpHY IepeBary 000X peXUMiB JTiKyBaHHS:
dbebykcocrat 80 Mr 1 pa3 Ha o6y i hebykcoctaT 120 Mr 1 pa3 Ha K06y MOPIBHSIHO 3 AJIOIYPUHOJIOM Y
3BuyarHini 103i 300 Mr (n = 258)/100 Mr (n=10) y 3MeHIlIeHHi CUPOBAaTKOBOI KOHIIEHTpallil CE40BOl1
KHCJIOTH HUXKYe 6 Mr/oi (357 MKMouIb/n) (ouB. Tabm. 1).

Iocaidacenus FACT: mocnifKeHHS eeKTUBHOCTI ¢heOyKCcoCTaTy 3 alonypuHOJI-KOHTPOIEM
(The Febuxostat Allopurinol Controlled Trial, FACT) ¢a3u 3 6y0 paHIOMi30BaHUM,
TOMIBIHUM CTinmuM, O0araToleHTPOBAM TPUBAIICTIO 52 TuXKHi. Bchoro 6ymo pangomizoBaHO
760 marrieHTiB: ¢pebykcoctat 80 Mr 1 pa3 Ha moby (n 256), pebykcoctat 120 Mr 1 pa3s Ha
noby (n = 251) ta anomypuson 300 mr 1 pa3 Ha foOy (n = 253).

Hocnigxennss FACT moka3ano CTaTUCTUYHO IOCTOBIpHY IepeBary o00x pexxuMis - pebykcoctat 80
Mmr 1 pa3 Ha go0y i pebykcoctaT 120 Mr 1 pa3 Ha 700y - IOPiBHSIHO 3 aJIONIYPUHOJIOM Y 3BUYANHIN
no3i 300 Mr y 3MeHIIIeHHi i migTpUMIli CHPOBaTKOBOI KOHIIEHTPAIlil CEY0BOi KUCIOTH HUKYe 6 MT/m
(357 MKMOJIB/M).



Y Tabn. 1 mpencTaBieHi pe3yabTaTy OLiHKY IEPBUHHOI KiHIIEBOI TOYKYU €(DEeKTUBHOCTI.

YacTKa IaIfi€eHTiB 3 KOHIIEHTPAIIEI0 CeY0BOI KMCIOTH B CHPOBATIN KPoBi < 6,0 Mr/mmn (357 MKMOIIB/JT)
ITil YaC TPhOX OCTAHHIX IIOMiCAYHUX Bi3UTIB

Tabmuig 1
bebykcocrtat 80 Mr bebykcoctat 120 mr 1|AnomypuHon
[locnigXeHHS 1 pa3 Ha moby pas Ha o0y 300/100 mr 1 pa3 Ha
o6y '
APEX 48 %" 65 %" * (n=269) 22 %
(28 TuXHIB) (n=262) (n=268)
FACT 53 % 62 % 21 %
(52 THXKHI) (n=255) (n=250) (n=251)
O6’enHaHi pe3ynbTatd |51 % 63 %" * 22 %
(n=517) (n=519) (n=519)
' pe3ynLTaTH cepeq HalieHTiB, AKi orpuMyBana 100 mr 1 pa3 Ha 1o6y (n = 10: mamicHTH 3
MI0YaTKOBOIO CUPOBATKOBOIO KOHIIEHTPalli€lo KpeaTuniny > 1,5 mr/on i < 2,0 mr/mm) a6o 300 mr
1 pa3 Ha mo6y (n=509), B xomi aHamnizy Oynu 00’ emHAaHi.
*p < 0,001 mopiBHSAHO 3 anonypuHonoM, * p < 0,001 mopiBHAHO 3 §03010 80 Mr

3maTHicTh GpebdyKCcocTaTy MBUIKO 3MEHIIYBATH CUPOBAaTKOBY KOHIIEHTPAIIiI0 CEY0BOi KUCTIOTH OyIa
IIIBUIKOIO Ta MOBTOTPUBAION. 3MEHIIIEHHS KOHIIEHTPallil Ce40BO1 KMCJIOTH B CUPOBATIIi KPOBi

< 6,0 mr/on (357 MKMOTIB/JT) Bif3HAYAIOCs BXKe Ha APYroMy THKHI HOCTigXKeHHs i 36epiranocs
HafiaJli IpoTAroM JIiKyBaHHS.

Iocaidacerns CONFIRMS: gocnigxxenHs CONFIRMS 0yrno paHnoMi3oBaHUM,
KOHTPOJIbOBAHUM HOCHIXKeHHAM (a3u 3 TPUBAICTIO 26 TUXKHIB, IKe TTPOBOOUIIOCS [JIS
ouiHku 6e3nekyu Ta edeKTUBHOCTI PpebykcocTaTy B fo3ax 40 mr i 80 Mr mopiBHIHO 3
anonypusosioM y go3ax 300 mr i 200 Mr ojis namieHTiB 3 IIOAArpox i rinepyprukeMiero.
Bcroro 6yno pangomizoBaHo 2269 nanieHTiB: pedykcoctaT 40 mr 1 pa3 Ha mo0y (n=757),
debykcoctat 80 mMr 1 pa3 Ha moby (n=756) Ta anonypuron 300/200 mr 1 pa3 Ha mo0y
(n=756). llonaitmeHIme 65 % mali€HTiB Manu MOPYyIIeHHS (QYHKIIil HUPOK Bif IETKOT0 [0
IIOMIPHOTO CTyIeHs (3 KimipeHcoM kpeaTuHiny 30-89 mi/xB). [IpodinakTuka HamapmiB
nopmarpu 6yna 000B’I3KOBOIO IIPOTSATOM 26 THXKHIB.

YacTKa MallieHTiB 3 KOHIIEHTPAIIi€I0 CEYOBOi KUCIIOTHA B CUPOBATIN KpoBi < 6,0 Mr/mn (357 MKMOJIb/1)
B OCTaHHI! Bi3uT cTaHOBUIa 45 % mmnsa dhebykcocrtaty 40 mr, 67 % mns pedykcoctaty 80 mr i 42 %
miis anonypuHony 300/200 Mr BifmoBigHO.

ITepsuHHa KiHUesa mouka y nidepyni nayieHmis 3 NOpyweHHAM (PYHKUiIl HUPOK

Y mocnipxenHi APEX orintoBanu eeKTUBHICTH IpenapaTy 3 ydacTio 40 malfieHTiB i3 mopyImeHHIM
GbyHKIIiI HUpOK (TOOTO 3 MOYAaTKOBOIO CHPOBATKOBOIO KOHIIEHTpALE0 KpeaTuHiny > 1,5 mMr/mn i

< 2,0 mr/gn). TakuM nanieHTaM, paHIOMi30BaHUM Y I'PYIy ajIONyPUHOILY, O3y IIpenapaTry
3meHIyBanu 1o 100 mr 1 pa3 Ha mo0y. IlepBuHHa KiHIleBa TouKa epeKTUBHOCTI Oyia MOCITHyTa B
rpynax mpuiiomy pebykcoctaty y 44 % nauienTiB (80 mr 1 pa3 Ha mo6y), 45 % (120 Mr pa3 Ha moby) i
60 % (240 mr 1 pa3 Ha 0o0y) mopiBHSHO 3 0 % y rpymax amonypurony 100 mMr 1 pa3 Ha mo6y i



1aeoo.

[Tpu 11bOMYy KJTiHIYHO 3HAUYIIKUX BiIMiHHOCTeH Y 3HMKEHHI CUPOBATKOBOI KOHIIEHTpallil Ce40B01
KHUCJIOTH Y BiICOTKaX y 3MOPOBUX MOOPOBOJILIIB Bil3HaUeHO He 0YyJI0 He3allexkHO Bif
(GYHKLIOHATIBHOTO CTaHy HUPOK (58 % y rpymi 3 HOpManbHOIO (QYHKITEI HUPOK i 55 % y rpymi 3
TSKKUM IOPYILIEHHAM (QYHKIII HUPOK).

[TpocnekTUBHUY aHANi3, IPOBENEHUY 3 y4aCTIO Malli€HTIiB 3 IOJarpoi0 i MopyuIeHHIM (PyHKIT1 HUPOK
3a ponomoroio pocnigxkenHss CONFIRMS, noka3zas, mo ¢edykcocrat OyB 3HaYHO e(PeKTUBHILINM:
piBeHb Ce40BOI KUCJIOTH B CHPOBATIIi KPOBi 3HMKYBaBCS [0 PiBHA < 6,0 MI/mj MOPIBHAHO 3 TAKUM IIPU
3actocyBaHHi anomyputosy 300 mr/200 Mr y maijieHTiB 3 mofarpoio i mopyureHHsAM QyHKIII HUPOK Bif
JIETKOTO [I0 CEPeHbOT0 CTyneHd (65 % BUIPOOOBYBaHUX).

ITepguHHa KiHuesa moyka y nidepyni nauieHmis i3 CUpOBAMKOBOK KOHUEHMpPAui€eo ce1osoi
kucaomu = 10 me/on

[ToyaTkOBa CUPOBATKOBa KOHIIEHTPAIlisl ceuoBoi KucioTu = 10 Mr/gi Big3Havyanacs mpubaIu3Ho
y 40 % namienTiB (kombinoBaHi gocmimxkenHs APEX i FACT). Cepeq nuX HaIli€HTiB TePBUHHA
KiHIleBa TOYKa e(heKTHBHOCTI (CMpOBATKOBA KOHIIEHTpPAIlis Ce40BOi KUCI0TH < 6,0 Mr/mi B OCTaHHI

3 BisuTu) Gysa gocsrHyTa y miprpymnax debykcocraty ¥ 41 % namienTiB (80 mr 1 pa3 Ha mo0y),
y 48 % nauienTiB (120 mMr 1 pa3 Ha m06y) i y 66 % nauienTiB (240 mr 1 pa3 Ha m00y)
nopiBHSAHO 3 9 % y rpymi anomypunony 300 mr/100 mr 1 pa3 Ha 0oy i 0 % y rpymi mnane6o.

3a marumu gocuimxkernHss CONFIRMS, yacTka maiieHTiB, SKi MOCSTIH TEPBUHHOI KiHIIEBOI TOYKH
eeKTUBHOCTI (CUpOBaTKOBA KOHIIEHTpAllisl Ce40BOI KUCNIOTH < 6,0 MTr/Oj1 B OCTaHHil Bi3UT), y IrpyImi
MAIliEHTIB 3 TOYAaTKOBOIO CHPOBATKOBOIO KOHIIEHTPAIIi€I0 Ce4oBOi KHuCIoT = 10 Mr/mn, ski
orpumyBanu pedykcoctat 40 mMr 1 pas3 Ha moOy, cTaHOBUIIA BimmoBimHO 27 % (66/249), pebykcocTaT
80 mr 1 pa3 Ha moby 49 % (125/254) i amonypunon 300 mr/200 mr 1 pa3 Ha goby 31 % (72/230).

KiniyHi pe3ysbmamu: 8i0comok nauieHmis, siki nompebyroms mepanii Hanadie nodazpu

Hocnipxenus APEX: mpoTsArom 8-TuKHEBOT0 NTPOo(]iTaKTUYHOT0 NEePioAy MallieHTH 3 TepaleBTUYHO1
rpynu ¢pedykcocraty 120 mr (36 %), siki moTpeOyBanu Teparlii HamafiB Iogarpy, MOPiBHIOBAIUCS 3
nalieHTaMu, gKi 3acTocoByBanu pebykcoctat 80 Mr (28 %), anonypunon 300 mr (23 %) Ta manebo
(20 %). YacToTa HamapiB OyJia BUIIOIO Iicis MpodinakKTUYHOTO Iepiofy i 3 4acoM IIOCTYIIOBO
3HUXKYyBanacs. Big 46 % 0o 55 % malfieHTiB IPOBOAUIIOCS JIIKyBaHHS HalaAiB IOAarpu 3 8 TUXKHA i 3
28 tuxHsa. Hamagy nmoparpi, 1m0 BUHUK/IM IIPOTSITOM OCTaHHIX 4-X TUKHIB BUIPOOyBaHb

(24-28 tuxHi), cioctepiranucs y 15 % nauienTis (pebykcoctat 80, 120 mr), 14 % mamieHTiB
(amomypunon 300 mr) i 20 % marntienTiB (nnamue6o).

Hocnipxenus FACT: npoTsarom 8-TuKHEBOTO IPO(iTaKTUYHOTO TIEPioAy MAalliEHTH 3 TepaleBTUYHOI
rpynu pebykcoctaty 120 Mr (36 %), sKi moTpeOyBanu Teparii HanagiB mofarpy, MOPiBHIOBAIUCS 3
narieHTaMu 060X TepaleBTUYHUX I'PYII, e 3acTocoByBanu ¢pedykcocTtat 80 Mr (22 %) Ta anomypuHOI
300 mr (21 %). ITicnsa 8-TuKHEeBOro MPODITAKTUYHOTO MePiofy YacToTa HamafiB 36imbImuiacs i 3
yacoM nocTynoBo 3Hu3unacs (64 % i 70 % nauieHTiB, SKi OTpUMYBaJIX JIiIKyBaHHS 3 IPABOAY HalafiB
noparpu 3 8-52 TuxkHsA). Hanmagy nogarpy mpoTsAroM OCTaHHIX 4-X TUXKHIB BUNIpoOyBaHb (49-52
TUXKHI) criocTepiranucs y 6-8 % matienTiB (pedykcoctat 80 mr, 120 mr), iy 11 % mariieHTiB
(amommypunon 300 wmr).

YacTka maiieHTiB, sSKi moTpebyBany JTiKyBaHHS 3arocTpeHb nofgarpu (mocmimxkenus APEX i FACT),



Oya HUKYO0I0 B TPYyIax, e CEPeIHs KOHIIEHTPAllisl CEY0BOI KMCIOTH B CUPOBATIIi KPOBI micys
JiKyBaHHS 3MeHIIyBanacs mo < 6,0 mr/mi, < 5,0 Mr/gn a6o < 4,0 Mr/Oj1 MOPiBHSHO 3 TPYIIaMH, B SKUX
CcepenHil piBeHb CEY0OBOI KMCJIOTH CTaHOBUB = 6,0 Mr/mj B ocTaHHi 32 TUXKHIi JIiIKyBaHHS (3

20-24 tuxHA 1m0 49-52 TUXKIEHbD).

[Tig gac mocmigxxenust CONFIRMS udacTka malli€eHTiB, sIKi moTpebyBany NiKyBaHHS HallafiB IOJarpu
(1 menb KoxkHi 6 MicsniB), ctanoBuna 31 % i 25 % y rpymnax, sKi oTpuMYyBaIH BifmoBigHO GebykcocTaT
80 mr i anonypuHoi. BigMiHHOCTE y CIiBBigHOIIEHH] NAIiEHTIB, sKi moTpebyBany JIiKyBaHHS HalafiB
noflarpu, MixK rpymnamu, siki 3actocoByBanu pedykcoctaTt 80 mr i 40 Mr, He Big3Ha4anocs.

Ilos2zocmpoxosi po3wupeHi 8iokpumi 00CAI0HCEeHHA

Hocnimxennuss EXCEL (C02-021): mocnimxentss EXCEL 6yno TpupiyHUM, BITKPUTHM,
MYJIbTULIEHTPOBUM, PAaHAOMi30BaHUM, PO3IIUPEHUM, AJIONYPHUHOI-KOHTPOIHOBAHUM AOCTiAKEHHIM
6e3neku a3y 3, siKe MPOBOUIIHU IJIS OIiHKU Oe3MeKM 3 y4acTIO Malli€HTiB, SKi IMIPOUIIIN OCHOBHI
nocrimxkenus ga3u 3 (APEX a6o FACT). Becroro B mocmipxkeHHs Oyio BkmodeHo 1086 mariieHTis, ki
npuiimanu: ¢pedykcoctar 80 mr 1 pa3 Ha mo0y (n=649), debykcocrtaT 120 mMr 1 pa3 Ha fo0y (n=292)
ta anomypuros 300/100 mr 1 pa3 Ha goOy (n=145). [Tpubnu3Ho ot 69 % malieHTiB KOpeKIis Teparil
[I7IsI IOCSITHEHHS 0CTAaTOYHOTO cTabinbHOrO JIiKyBaHHA He Oyna nmoTpibHa. [lamienTy, piHi
CHPOBaTKOBOI KOHI[EHTPallil CEY0BO1 KUCJIOTH Y SIKAX IIPU TPHPa30BOMY IIOCIIifOBHOMY BUMipIOBaHHI
cTaHoBUNU > 6,0 Mr/mm, 6ynu BUKITIOYEHi 3 HOCTiIXKEeHHS.

PiBHi cupoBaTKOBOI KOHIIEHTPALlil CEY0BO1 KUCJIOTH 3 IIJIMHOM 4Yacy He 3MIiHUJIKCS (HalpUKIIaf,

y 91 % i 93 % manieHTiB, SKi CII0YaTKy 3aCcTOCOBYBasu (pebykcocTaT y fo3ax BiamoBigHo 80 Mr
i 120 wmr, piBHI CUPOBATKOBOI KOHIIEHTpAallil CEe40BOl KUCIOTH CTaHOBUIM < 6,0 Mr/mn Ha 36-
My MicCsiIi).

3a maHUMMU TPUPIYHOTO CIIOCTEPEekKEHHS V MeHII HiX 4 % mallieHTiB, 9Ki noTpeOyBanu JiKyBaHHS
HallafiB, Bifl3HAYEHO 3MEHIIIeHHST YaCTOTHU HalafiB mogarpu Ha 16-24 micsmi i 30-36 micsii (To6To
Oinbi HiX y 96 % nauieHTiB He0OXiIHICTD Y JIiKyBaHHI HamafiB BiICyTHS).

Y 46 % i 38 % marieHTiB, sKi oOTpUMYyBaIu ocTaToYHe cTabinbHe NiKyBaHHS (hebyKcocTaToM
BigmoBigHO B 03i 80 a6o 120 Mr 1 pa3 Ha go0y, criocTepiranocs moBHE 3HUKHEHHS IIEPBUHHOTO
IIaJIbII0BAHOI0 TOMYCY Biff IOYATKY N0 OCTAHHBOI'O Bi3UTY.

Hocnipxenuss FOCUS (TMX-01-005) 6yso ' ITUPiYHUM, BIIKPUTUM, MYJIbTUIIEHTPOBUM,
PO3LIMPEHUM [OCTIIXKeHHSIM Oe3neku Ga3u 2, 10 ITPOBOAMUIOCS 3 YUACTIO NallieHTiB, SIKi 3aKiHYUIIN
4-TuxkHeBU npuiioM pebykcocTaTy 3 MOABIMHUM CIIIUM H03yBaHHSIM y BunpoOyBaHHi TMX-00-004.
HocninxeHHs BKo4dano 116 marieHTis, gki oTpuMyBanu cno4datky ¢edykcoctaT 80 mr 1 pa3 Ha
noOy. st 62 % malieHTiB A TifTPUMKK PiBHS CUPOBATKOBOI KOHIIEHTPALlil CeY0BOI KMCIOTH MEHIIIe
6,0 Mr/mn Kopekuis fo3u He Oysa moTpibHa, a 38 % marienTiB moTpebyBany KOpeKIil 1031 s
OOCSITHEHHST 0CTAaTOYHOI cTabiTbHOI KOHIIEHTPAIIii.

YacTka nanieHTiB 3 piBHEM CHPOBATKOBOL KOHIIEHTpAllil Ce40BO0l KUCIOTH MeHIe 6,0
MT/mI (357 MKMOB/N) Ha MOMEHT OCTaHHBOT'O Bi3uTy cTtaHoBUIa Oinbie 80 % (81-100 %)
TJIsT KOJKHOI 3 T'PYII 3a 103010 (hebyKcocTaTy.

Y ¢asi 3 kniHiuHUX [OCTiIXKEeHb y MallieHTiB, SKi oTpuMyBanu pebykcocTaT, criocTepiramucs
He3HayHi 3MiHU MTeYiHKOBUX NMOKa3HUKIB (5,0 %). HacToTa maHux 3MiH OyJia cx0Xka 3 TaK0I0 IIpu
3acToCcyBaHHI anomypunony (4,2 %) (ouB. po3gin «Oco0IMBOCTI 3aCTOCYBaHHS»). Y JOBTOCTPOKOBUX
BIIKPUTUX PO3MMUPEHUX OOCITIOKEHHAX Y Malli€eHTiB, SKi oTpuMyBaiu pedykcoctart (5,5 %) abo
anonypuHoin (5,8 %) mpoTsATroM TPUBAJIOTO Yacy, Big3Havasnocs miguieHHs piBHa TTT (> 5,5



MKMO/mn) (muB. po3min «Oco6IUBOCTI 3aCTOCYBAHHS»).
ITicasapeecmpauitiHi 00820cMpPOK08I 00CAI0HCeHHA

Hocnimxennst CARES siBnsiio co60io OaraToeHTpOBe PaHI0Mi30BaHe IMOABIMHO CITie JOCTimXKeHHs
BifICYTHOCTi MeHII01 e(eKTUBHOCTI, ITiff Yac SKOT0 IMOPiBHIOBa/IM Pe3yJIbTaTH CEPIIEBO-CYIUHHUX
3axBOPIOBaHb IIPU 3aCTOCYBaHHi (heOyKCOCTaTy Ta ajoNypPUHOJTy y IallieHTiB 3 IOAArpoio Ta
OCHOBHUMM CepPILIeBO-CYINHHNMU 3aXBOPIOBaHHSAMU B aHaMHe3i, BKJII0Yalouy iHGapKT MioKap[a,
rocriTaizallio 3 ITpuBOaYy HecTabimbHOI CTEHOKAPil, mporenypy KopoHapHoi a0o 1epebpaibHOl
peBacKynapu3aliil, iHCyNIbT, TOCIiTaNi3allilo 3 IPUBOLY TPAH3UTOPHOI illIeMiYHOl aTaKy,
3axBOpIOBaHHSA nepudepudyHUX CyaruH abo IyKpoBHUii fiabeT 3 03HaKaMu MikpoaHrionarii abo
MakpoaHrionarii. [[ng gocaraeHHs piBHg SUA MeHIIe 6 Mr/m1 o3y ¢heOyKcocTaTy TUTPyBaIu

3 40 mr go 80 Mr (He3asiexXHO Bifi PyHKII1 HUPOK), a J03Y aJIONyPUHOIY TUTPYBAIX 3 KPOKOM
100 mr 3 300 mo 600 Mr g1 manieHTiB i3 HOpMa/IbHO (DYHKIIEI0 HUPOK Ta HUPKOBOK HEJOCTATHICTIO
sierkoro ctyness ta 3 200 go 400 Mr gyis nauieHTiB i3 HUPKOBOIO HEAOCTATHICTIO IOMIPHOIO CTYIIEHS
TAKKOCTI.

[TepBUHHOIO KiHIIEBOIO TOUKOIO B mociimxkeHHi CARES 0yB uac mepioi nmossBu MACE (BaxiuBi
no0iyHi ceplieBO-CYyAMHHI SBUINA), CKIIaf0BOi HeJleTalbHOTo iHhapKTy MioKapaa, HeJlleTalbHOT0
iHCYTIBTY, TeTanbHOI0 HACIIAKY Bif CeplieBO-CYIUHHUX [1aTOJOTiM Ta HecTalbiIbHOI CTEHOKapHil 3
HEeBigKIaAHOI KOPOHAPHOIO peBaCKyIApHU3alli€lo.

KiHueBi MOKa3HUKY (IEPBUHHI Ta BTOPMHHI) aHali3yBaIu BigIIOBIAHO [0 aHAasi3y HalliIeHHS Ha
nikyBauHg (ITT), BKItoyaoouu BCix cy0'eKTiB, siKi Oy/Iu paHmoOMi30BaHi Ta OTpUMay NPUHANMHI OIHY
103y IpenapaTry y XOAi IOABIMHOTO CIIIOT0 AOCIiAXKEeHHS.

3aranom 56,6 % mauieHTiB TpUNUHUIK TPoOHE ITiKyBaHHS IepefyacHo, a 45 % mallieHTiB 3aBepIIuIu
He BCI BI3UTU [OCIIiIXKEHHS.

3aranoM, 6190 narieHTiB 3HaXOOUIIUCH Iifi CIIOCTePEeXKEeHHSAM IPOTATOM 32 MiCALIB, cepenHs
TPUBAJIICTh BIUIMBY CTaHOBWIIA 728 OHIB muist marieHTiB rpynu ¢pebykcoctaty (n=3098) ta 719 nHiB
[UIS TALlieHTiB rpyn# anonypuHony (n=3092).

[lepBuHHa KiHlleBa Touka MACE crocrepiranacs 3 aHaJIOTIYHUMU [TIOKA3HUKAMU Yy IPyIax JIiKyBaHHS
debykcoctaToM Ta anonypuHoioM (10,8 % mpotu 10,4 % naiieHTiB BifMOBiAHO; CIIiBBiIHOIIEHHS
pusukis [BP] 1,03; nBocTopoHHi# moBTOpHUU 95 % mOBipuuii iHTEepBan [OI] 0,89-1,21).

[Ipu ananisi okpeMux KoMrnoHeHTiB MACE yacToTa 1eTajlbHHOCTI Bifj CEPLeBO-CYAUHHUX MaTOJIOTiN
Oyna BuUIIOI0 y rpymi pebdykcocTaTy, HixK amonypunony (4,3 % npotu 3,2 % natienTis; YCC 1,34; 95
% OI 1,03-1,73). YacroTa inmux nogit MACE Oyrna cxoxa y rpynax ¢pebykcocTaTy Ta aloIypruHOIY,
TOOTO HeJeTaIbHOTro iHpapKTy Miokapma (3,6 % mpotu 3,8 % marrientis; YCC 0,93; 95 % I
0,72-1,21), neneTanbHoro iHCynbTy (2,3 % mpotu 2,3 % nauienTis; YCC 1,01; 95 % M1 0,73-1,41) ta
TEPMiHOBOI peBacKysipu3aliii uepe3 HecTabinbHY cTeHoKapmito (1,6 % mpotu 1,8 % marienTis; YCC
0,86; 95 % I 0,59-1,26).

YacToTa eTaNbHOCTI 3 YCiX MPUYHMH TaKoXK Oyra BUIIOW0 y Tpymi pedyKcocTaTy, HixkK aloImypHuHOIY
(7,8 % npotu 6,4 % namnienTis; YCC 1,22; 95 % 11 1,01-1,47), 1m0 B 0OCHOBHOMY 3YMOBJIIOBAJIOCS
OiybII BUCOKKM pPiBHEM JIETalIbHOCTI Bif] CEpIIeBO-CYIUHHMX MATOJIOTIH y Lil TPy (AUB. PO3Ain
«Oco6MMBOCTI 3aCTOCYBaHHS»).

Temnu npuAHSATOI roCIiTanmisallii 3 MpUBOAY CeplieBOl HeIOCTaTHOCTI, rocIiTasni3alii 3 IpHUBOAY
apuTMii, II10 He ITOB’g3aHa i3 ileMi€o, BEeHO3HUMM TPoMO0eMOOTiYHUMY MOAisSIMHY, i rocmiTani3artii 3
IIPUBOY MEPEXiTHUX illleMiyHuX HamamiB Oynu mopiBHIHHUMY Ot PeOyKcoCcTaTy Ta ajJoImypPUHOIY.



Hocnipxenns FAST Oysio IpOCIIeKTUBHUM, PAHIOMi30BaHUM, BiTKPUTUM IOCTIIXKEHHSIM 3
MAaCKyBaHHSIM KiHIIeBOi TOUKH, B IKOMY IIOPiBHIOBaJIU IPodine 6e3mneku ¢pedyKcocTaTy i
aJIONyPUHOIY O/ CEPLIEBO-CYIUHHOI CUCTEMHU y IMAIiEHTIB 3 XPOHIYHOIO TiepypuKeMi€lo (B yMOBaXx,
KOJIU BiKJlaieHHs ypaTiB Bxke BimOymocs) i pakTopaMu pU3UKY CeplieBO-CYOUHHUX 3aXBOPIOBaHb
(CC3) (TobTo mauieHTH BiKoM Bif 60 pokiB i mpuHaiMHi 3 ogHUM iHIINM ¢akTopoM pu3uky CC3).
[TarienTH, WO BIANOBIfAIA KPUTEPIIM BKIIIOUEHHS Y HOCIIIXKEHHS, OTPUMYBaJIH JIIKyBaHHS
aJIoIypHHOJIOM [0 paHpmoMisalil i, AKi[o 0yso moTpibHO, IM KOPUTYBaIHU H03Y 3 ypaXyBaHHIM
KJTIHIYHO] OLIHKY, peKOMeHali €Bponencbkol nmpotupesmaTtuynol airu (EULAR) i 3aTBepakeHO1
CXeMU J03yBaHHS. HanpukiHii migrotos4ol ¢pa3m 3aCTOCyBaHHS aJIONyPUHOITY NAlliEHTH 3 PiBHEM
CHPOBATKOBOI KOHIIeHTpallil ceyoBoi KuciaoTu (SUA) < 0,36 Mmonb/it (< 6 mMr/mi) abo maIieHTH, sKi
OTPUMYyBaJIi MaKCUMaJlbHy IIEPEHOCHY 03y Y MaKCHUMaJIbHY I03BOJIEHY N03Y aJoNypuHOIy, Oyiu
paHpoMi3oBaHi y criBBifHOMmeHHi 1:1 Amg oTprMaHHA liKyBaHHS abo ¢pedykcocTaToM, abo
anonypuHoioM. [TepBUHHOO KiHIIEBOIO TOUKOIO mociimkenHss FAST 6yB yac o IepIIoro HacTaHHS
Oymb-sIKOI MOfii, 1110 BXOOUTE N0 CKJIamoBoi KiHIeBoi Touku Antiplatelet Trialists’ Collaborative
(APTC), B TOMy 4HCIIi:

— rocmitani3alis 3 IPUBOAY HeleTalbHOTo iHpapKTy Miokapaa (IM) / rocTporo KOpoHapHOTO
cuagpomy (I'KC) 3 mo3uTuBHOIO peakilieio Ha OioMapKepu;

— HeJleTaJIbHUU IHCYJIbT;
— CMepTh B Pe3yJIbTaTi CepleBO-CYAUHHOT0 YCKITagHEHHS.

[lepBUHHNY aHasi3 I'PyHTYBaBCS Ha MiOX0[i, SKUU BpaXOByBaB [aHi Mal[i€HTiB, 110 OTPUMYyBaJIX
JIiKyBaHHS.

B minmomy Oynmu panmomizoBani 6128 namieHTis, 3 skux 3063 orpumysanu ¢pebdykcoctat i 3065 —
aJIOIypPUHOII.

Y nepBUHHOMY aHai3i JaHUX MALi€HTIB, SKi OTPUMYBau JTiKyBaHHS, PebyKCcoCTaT He OCTYIaBCs
aJIONyPUHOJY 3a YaCTOTOI0 BUHUKHEHHS ITIEPBUHHOI KiHIIEBOI TOYKH, gKa CIocTepiranacsay 172
natienTis (1,72/100 marmieHTo-pokiB) B rpyi pebykcocTaTy MOPiBHSAHO 3 241 mallieHToM

(2,05/100 marieHTO-pOKIB) B I'PYIIi aJ0NypPHUHOJY, 31 CKOpDUTOBaHUM BifHOLIeHHAM pu3ukis [BP] 0,85
(95 % [I: 0,70, 1,03), p < 0,001. AHasi3 faHUX NAL€HTIB, IKi OTPUMYyBaIH JIiKyBaHHS, OJIs
IIePBUHHOI KiHIIeBOIl TOUKY B migrpymi nanienTis 3 IM, incynsToM abo 'KC B aHaMHe3i He
IPOJEMOHCTPYBaB CYTTEBOI Pi3HUIN MiX IpynaMu JTiKyBaHHS: 65 (9,5 %) nauieHTiB 3 mOQiAMu y IpyImi
debykcocraty i 83 (11,8 %) marrieHTiB 3 momisiMu y TPYIIi alOMyPUHOJTY; CKOPUTOBaHE BigHOIIEHHS
pusukis [BP] 1,02 (95 % [O1: 0,74-1,42); p = 0,202.

JlikyBanHs1 pebykcocTaToMm He Oyo OB’ s13aHe 3i 30inbienHsIM cMepTHOCTI Big CC3 abo 3 iHmmx
IIPUYHUH K B IJIOMY, TakK i B migrpymi nauienTis 3 IM, incynsToMm ab6o 'KC B aHaMHe3i. 3aranoMm, y
rpy1mi ¢pebykcoctaTy 6yno MeHie cMmeprel (62 cmepTi Big CC3 i 108 cMepTel 3 iHIIMX IPUYNH), HiXK
y rpymi anonypuHony (82 cmeprti Big CC3 1 174 cMepTi 3 iHIIUX IPUYHUH).

[Tpu nixyBaHHi pebykcocTaToM crocTepiranocs Oinblile 3HUKEHHS PiBHS Ce40BO1 KUCJIOTH MTOPiBHAHO
3 JIIKyBaHHSM a@JIOIyPUHOJIOM.

CunOpom nizucy nyxauHu (CJIII)

EdekTuBHiCTh Ta 6e3neKa 3acTocyBaHHsA GpedykcocTaTy fAjsd npodinakTuky i mikyBauus mnpu CJIII
ouintoBanu B pocruipxkenHi FLORENCE (FLO-01). ®ebGykcocTaT npogeMOHCTPYBaB HalKpaly i Oinbi
IIBUAKY Oi0 BITHOCHO 3HUXKEHHS PIBHA ypaTiB MOPIBHSHO 3 @JIOIyPUHOJIOM.



FLORENCE saBnsinmo co6oio panmoMizoBane (1:1), momBiiiHe ciine, omopHe mociigxeHHs (asu III,
IIpoBefieHe s MOPiBHSIHHS (hebyKcocTaTy B o3yBaHHI 120 Mr oguH pa3 Ha {00y i alomypuHOIy B
no3dyBauHi 200-600 mMr Ha mo0y (cepenHs mo6oBa J03a aONYPHUHOIY + CTaHOAPTHE BiIXMIEHHS:
349,7 £ 112,90 Mr) B yMoBax KOHTPOJII0 KOHIIEHTpallii Ce40BO1 KMCJIOTH B CUPOBATIi KpoBi. Bubpawni
NallieHTH TOBUHHI Oynu OyTu KaHAUAaTaMHU OJ1s JIiKyBaHHS aJIONypHHOIOM ab0 He MaTH [OCTYILY [0
pacOypuka3su. [lepBUHHI KiHI[EBI TOYKM SBISAIN COOO0I0 IJIOMIY IIifi KPXBOIO KOHILIEHTPAIlil Ce40BO1
KuCJoTu B cupoBatli KpoBi (AUC sUA, ) i 3MiHy piBHA KpeaTUHiHY B cupoBaTLi KpoBi (sC), 3 mepIioro
II0 BOCBMUH MEeHb KOXKHA.

o mocmimxeHHS 0710 BKITI0OYEeHO 346 MaIlieHTiB i3 reMaTOIOTiYHUMU 3710SKiCHUMHU
HOBOYTBOPEHHSMH, SIKi OTPUMYyBaIM XiMiOTepallilo i Maiu CepenHii/BUCOKUN CTYIiHb PU3UKY
po3Butky CJIII. Cepenne 3HauenHs AUC sUA, ; (Mr X 4/m) 6yn0 3HaYHO HUKYUM TIpU TIpHAoMi
debykcocraty (514,0 = 225,71 mopirasiHo 3 708,0 £ 234,42; cepeHe HaMEHINIMX KBafIpaTiB A7
pi3Humi: -196,794 [95 % mosipuoro iHTepBany: -238,600; -154,988]; p < .0001). Kpim Toro, cepenHiu
CHPOBATKOBUM PiBEHb CE4Y0BOl KMCIOTH OyB 3HAYHO HUXKYHUY IIPX 3aCTOCYBaHHi ¢pedyKkcocTaTy,
IIOYMHAIOYH 3 NTepIux 24 roguH JaiKyBaHHS i B OyOb-IKUM HaCTYIHUN MOMEHT 4acy. CTaTUCTUYHO
3HAYYLIMX BiIMiHHOCTEH 3a cepeqHiM BMiCTOM CHPOBATKOBOIO KpeaTuHiny (%) Mix ¢ebykcocTaToM i
anmonypuHosoM He 6yio (-0,83 + 26,98 mopiBusHO 3 -4,92 + 16,70 BiOmoBigHO; cepeqHE HAWMEHIITNX
KBafpaTiB gy pizuuui: 4,0970 [95 % mosipyoro inTepBany: -0,6467; 8,8406]; p=0,0903). 3
ypaxyBaHHSIM BTOPUHHUX KiHIIEBUX TOYOK, CTAaTUCTUYHO 3HAYYIIUX BiMIHHOCTE!X 3@ YaCTOTOO
po3BUTKY nabopaTopHo miaTBepaxenoro CJIIT #e 6ymo (8,1 % i 9,2 % mns debykcocraty i
aJIoNypUHOIY BiAmoBigHO; BifHOCHUY pusuk: 0,875 [95 % mosipuoro inTepsany: 0,4408; 1,7369];
p=0,8488) i knminiku cuHOpOoMy po3many myxauHu He 0yio (1,7 % i 1,2 % mns pebykcocraty i
aJIONyPUHOIY BiANOBigHO; BigHOCHUM pu3uk: 0,994 [95 % mosipyoro intepBany: 0,9691; 1,0199];
p=1,0000). YacToTa BCiX 03HaK i CAMIITOMIB, 1110 BUHUKIIH IIifl Yac JiKyBaHHS, a TaKOXK M00iYHUX
peaxtiiii, craHoBuna 67,6 % mopiBHsHO 3 64,7 % i 6,4 % nopiBHSHO 3 6,4 % mng ¢pebykcocTaty i
anonypuHoiny BigmosigHo. Y nocnigxenHi FLORENCE ¢eOykcocTaT npogeMoHCTPYBaB HalKparly i
OiNTbIN IIBUIKY MHif0 MO0 3HUKEHHS PiBHS CEYOBOI KMCJIOTH B CHPOBATII KPOBi MOPIBHSHO 3
ayonypuHosioM. [laHi mopmo nopiBHsAHHES (ebykcocTaTy i pacOypruKa3u Ha OaHUM 4Yac BifCYTHI.
EdekTuHicTh Ta 6e3neka pedykcoctaTy He Oynu BCTAHOBJIEH] IS MAIIEHTIB 3 TOCTPUM TSXKKUM
CIJITI, HanpuK/Iaf MallieHTiB, y IKUX iHII BUAM Teparii oy 3HUKEeHHS ypaTiB He [iloTh.

dapmMaxkoKiHemuxka.

Y 3mopoBux m0GPOBOJIBINIB MaKCUMaJjIbHA KOHIIEHTpAIis y mi1a3mi kposi (C,,,,) Ta oA iy KPHBOIO
(AUC) 36inbiryBanucs IPOIOPIiMHO A03i Micg 0GHOPa30BOro Ta 6araTopa3oBoro 3aCTOCYyBaHHS
dbebykcocraty y mo3ax Big 10 mr mo 120 mr. IIpu mo3ax Big 120 Mr mo 300 mr 36inbmenus AUC 6yno
OinmbIM, HiXK MpomopIifHo m03i. ITpu 3acTtocyBanHi 103 10-240 Mr KOXKHi 24 TOOWHU HAKOITUYEHHS
dbebykcocTaty He BimMiuanocs. [lepegbauyBaHuil cepeqHill TepMiHaIbHUY IepPiof HaliBBUBENEHHS
(t,) bebykcocTaTy cTaHOBUB NPUOIU3HO 5-8 ronuH. ByB mpoBeneHuY NONMyIAiNHIN aHai3
(dhapMmakokiHeTuKu/PpapMaKogUHaMIKY 3a JAaHUMHU, OTPUMAHUMU 3 y4aCTIO TAlli€eHTiB 3
rinepypukemiero i mogarpozo, siki 3actocoByBanu ¢pedykcocTaT B fo3ax 40-240 mr 1 pa3s Ha moby. B
I[iIOMYy OTPHMMaHi 3HaUYeHHS (papMaKOKiHEeTHYHHX [TapaMeTpiB BiATIOBiIal0Th TAKUM y 3MOPOBUX
noOPOBOJIBIIB, 5IKi, OTKE, € XOPOIIIOI0 MOAEIIITIO s OLiHKY (hapMaKOKiHETHKY/ hapMaKOOUHAMIKH
mpenaparty y IallieHTiB 3 I0Jarpomw.

BcmoxkmyeaHHA

®ebykcocTaT mMBUAKO (t,,., (JaC MOCATHEHHS MaKCHManbHOI KoHIeHTpalii) 1,0-1,5 rogunau) i mobpe
(mpunaiiMHi 84 %) BCMOKTYEThCS. [Ipu ogHOPa30BOMY Ta OaraTopa3oBOMY 3aCTOCYBaHHi
bebykcocTaTy nepopanbHo y mo3ax 80 mr a6o 120 mr 1 pa3 Ha mo6y C,,., BiIIIOBIIHO CTAHOBUTH



2,8-3,2 mkr/mn ta 5,0-5,3 Mxr/mn. A6comoTHY 6iogocTynHICTh TabneTok ¢hebyKcocTaTy He
aHamizyBanu. [Ipu 6araTopa3oBoMy 3acTocyBaHHi y mo3i 80 mMr 1 pa3 Ha mo6y a0o mpu OTHOPA30BOMY
3acTocyBaHHi y 1o3i 120 Mr y noegHaHHi 3 XXKUpHOIO 1kelo C, .. 3MeHmIyBanacs Ha 49 % ta 38 %, a
AUC - 5a 18 % Ta 16 % BignoBigHO. OgHAK 1ie He CYIIPOBOAXKYBAJIOCS KIIIHIYHO 3HAYYIIUMU 3MiHAMU
CTyIIeHs 3MEeHIIIeHHS PiBHS CeY0BOI1 KMCJIOTH Yy CHPOBATII KPOBi (IIpu OaraTropa3oBOMY 3aCTOCYBaHHi y
mo3i 80 mr). TakuM YMHOM JIiKapChKHUH 3aci6 MOXKHA 3aCTOCOBYBATH HE3aJIeXKHO Bifl BXKUBAHHS 1Xi.

Po3noodin

[TepenbauyBaHuii 06’eM po3mominy y piBHoBaxXHOMY cTaHi (V. /F) ons ¢pebykcocTaTy 3MiHIOETHCS Bif
29 mo 75 n micns mepopaibHOTro 3acTocyBaHHs y mo3i 10-300 mr. Ctymins 3B’si13yBaHHS pebykcocTaTy
3 GimKaMu I1J1a3MU KPOBi (TOJIOBHUM YMHOM 3 anbbymiHoM) cTaHOBUTE 99,2 % i He 3MIHIOETHCS IIPU
nipsuieHHi fo3u 3 80 Mr go 120 mr. 15 akTuBHUX MeTabo07iTiB heOdyKcocTaTy CTyIiHb 3B’ I3yBaHHSA
3 6inKaMu M1a3Mu KPOBi KOMUBAETHCS Bif 82 mo 91 %.

Memaboizm

®ebykcocTaT akKTHBHO MeTabo0Ii3yeThCs MUIXOM KOH'[oratiil 3 y4acTio ypupuaarudocdat-
TIIOKypoHinTpancdepasu (Y O-rmoKypoHin-TpaHCcpepasn) Ta OKUCHEHHS 3 y4acTiO PepPMEeHTIB
cuctemu muroxpomy P 450 (CYP). Ycworo imenTudikoaso 4 papMaKonorivyHo akKTUBHUX
rigpokcunbHUX MeTabomiTu GpebykcocTaty; 3 3 HUX OyIM BUSABNIEH] y MIa3Mi moguHu. [JoCTimKeHHS
in vitro Ha MiKpocoMax MeYiHKM JIIOOUHY 3aCBiMYMIIM, 110 1Ii OKUCHEHI MeTa0OoJIiTH YTBOPIOIOTHCS
nepeBaxHo mifg miero CYP1A1, CYP1A2, CYP2C8 a6o CYP2C9, Tomi sixk pebyKkcocTaTy I'IIOKYPOHiL
YTBOPIOETHCS TOJIOBHUM YKMHOM IIifg fmieto Y[ @-rmokypoHin-tpancdepasu 1A1, 1A8 ta 1A9.

BusedeHHs

®ebykcocTaT BUBOIUTHCS 3 OPraHi3aMy uepes MediHKy Ta HupkKamiu. ITic/is mepopanbHOTro
3acTocyBaHHs 'C-pebykcocTaty y g03i 80 Mr npubnu3Ho 49 % BUBOGHUIOCA i3 cedelo y BUTTIAMI
He3MiHeHOTo ¢ebykcocTaty (3 %), anunrioKypoHiny mitouol pedoBunu (30 %), BinoMUX OKMCHEHUX
MeTabomiTiB Ta ix Kon'toraTiB (13 %) Ta iHmux HeBimoMux MetaboriTiB (3 %). KpiM HUpKOBOI
eKkckpertii, mpubnu3Ho 45 % mo3u BUBOOUIOCS 3 KaJIOM V BUTJISAII He3MiHeHOTo ¢pebykcocTtaty (12 %),
aLUITIIOKYPOHIDY mitowoi peuwoBunu (1 %), BimoMux oKuCHeHUX MeTaboIiTiB Ta ix KOH'1oraTiB (25 %)
Ta iHmuxX HeBigoMux MeTabomIiTiB (7 %).

Oco06nuBi TPyNIY NalliEHTIB

Hupkosa Hedocmam+icmy. [Ipu GaraTropa3oBoMy 3acTocyBaHHi pebykcocTaTy y mo3i 80 Mr He 6yi1o
Big3HaueHo 3MiH C,,, hebyKcocTaTy y MmalieHTiB 3 IerkKoi0, IOMipHOI0 a00 TSIKKO0I0 HUPKOBOIO
HE[IOCTATHICTIO OPIBHSHO 3 MalliEHTaMU 3 HOpMaJbHOIO QyHKITiEI0 HUPOK. Cepenus 3aranbHa AUC
bebykcocTaty 306inmbiyBanacs Tpudbau3Ho y 1,8 pasa: Bim 7,5 MKr X TOOMHA/MII y MAIiE€HTIB i3
HOPMAaJIbHOIO (YHKIII€I0 HUPOK [0 13,2 MKI X roguHa/MJI y MallieHTiB i3 TSIXKKO0I0 HUPKOBOIO
HegocTaTHicTO. C,,, Ta AUC akTuBHUX MeTaboiTiB migBuiityBanucs y 2 i 4 pa3u BignosigHo. [IpoTe
malieHTaM i3 HUPKOBOIO HEJOCTATHICTIO JIETKOTO a00 MOMiPHOTO CTYIeHs KOPEKIIist 03K JIIKapChKOT0
3aco0y He MOTpPiOHAa.

ITeuinkoea HedocmamHicmbs. IIpu 6araTopa3oBOMYy 3acTOCyBaHHI peOykcocTaTy y mo3i 80 Mr He 6yI10
Bim3HaueHo cyTTeBux 3MiH C,,. Ta AUC ¢pebykcocTary Ta #oro MeTaboJIiTiB y MaIliEHTiB 3 TETKOI0
(xkmac A 3a mkamnoio Yaunmga-I1't0) Ta momipHOIO (Kimac B 3a mkanow Yaunga-I1'10) mediHKoBOO
HeIOCTATHICTIO MOPIBHSHO 3 MalliEHTaMU 3 HOPMaJIbHOIO QYHKITIEIO MeviHKu. [JoCTimKeHHs
niKapchKOro 3aco0y y NalieHTIB i3 TSIKKO0 MeYiHKOBOIO HefocTaTHICTIO (kinac C 3a mkanoio Yannma-
[T’10) He IPOBOTIUIIHN.



Bik. Tlpu 6araTropa3oBoMy IlepopajbHOMY 3aCTOCyBaHHi pebykcocTaTy He Oy/0 Bif3HAUEHO CYyTTEBUX
3min AUC ¢debykcocTaTy Ta #0ro MeTaboJIiTiB y MallieHTiB TiTHHOTO BiKYy MOPIiBHSIHO 3 MOJIOOUMU
3[00POBUMH HOOPOBOJIBIISIMH.

Cmamo. [Tpu 6araTopa3oBoMy IepopanbHOMY 3acTocyBaHHi pebykcocrary C,,, Ta AUC
debykcocTaty y xkiHoK Oynu Ha 24 % Ta 12 % BUIIMMU BiAOBigHO, HiX y YonoBikiB. OgHak C,,, Ta
AUC, ckopuroBaHi 3a Macolo Tina, Oyu cxoxi gysi 000X rpym, ToMy 3MiHa go3u ¢pebykcocTaTy
3aJIeKHO Bif cTaTti He MoTpidHa.

KrinigHi xapaKTepHCTHKH.

IToka3aHHs.

[Ing go3yBanHd 80 mr Tta 120 Mr

JIikyBaHHSI XpPOHIYHOI rillepypuKeMii TPy 3aXBOPIOBaHHSAX, 1110 CYIIPOBOKYIOTHCS BiIKIagaHHAM
KPUCTaJliB ypaTiB, y TOMY YUCJIi IpX HAasBHOCTi TOQycCiB Ta/ab0 mofarpuyHoOro apTpUTy B JaHUU Yac
Yy B aHaMHe3l.

[Ing go3yBaHHd 120 Mr

JlixyBaHHS Ta nIpo(inakThKa rinepyprukeMil y JOPOCIUX MAIli€HTIB, AKi MigHal0ThCd XiMioTeparmii 3
IIPUBOAY T€MATOJIOTIYHUX 37I0SKiCHUX HOBOYTBOPEHD 3 TIOMIPHUM ab0 BUCOKUM PU3UKOM CUHIPOMY
nizucy nyxnauau (CJITI).

Jlikapcbkui 3acib moka3saHuM TOPOCIUM TallieHTaM.

IIpomunoka3aHHs.

linepuyyTnuBICTh N0 aKTUBHOI pe4yoBUHHU ab0 10 Oy/b-sIKOl iHIIO0I 4OTTOMiKHOI PEYOBUHH JIIKAPCHKOTO
3aco0y.

B3aemodina 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.
MepkanmonypuH/azamionpuH

BigmoBimHO Mo MexaHi3My cBOE€I fii hebyKcocTaT MPUTHIYYE KCAHTHHOKCHUIA3Y, TOMY CYITyTHE
3aCTOCYBaHHS He PEKOMEHAYeThCS. [IpUrHiueHHA KCAaHTUHOKCHa3U MOXKE IIPU3BOOUTH [0
TiABUINEHHS KOHI[EHTPaIlil 000X IpemnaparTiB y mjaa3Mi KPoBi, 110 MOXKe CIPUYUHUTH Mi€IOTOKCUYHY
peaxtio. Y pa3i omHO4YacHOro BBefieHHS (HeOyKCOoCTaTy M03U MepKalTOypPUHY/a3aTionpuHy CIlif
3menmuTy 10 20 % abo MeHIme Bifl paHimle mpu3HaueHol fo3u (quB. po3nin «OcoO6nmuBOCTi
3aCTOCYBaHHS»).

AZleKBaTHICTh 3aIIPOIIOHOBAHOI KOPEKIIil 03U, IKa I'PyHTyBajacsd Ha MOJeJII0BaHHi Ta iMiTalliiHOMY
aHasi3i JaHuX AOKIiHIYHUX AOCTiAKeHb Ha IIypax, Oyya migTBepaKeHa pe3yabTaTaMy KIiHIYHOTO
IOCITiXXKeHHS B3aeMOfii TikapchbKux 3ac06iB ¥ 3mOPOBUX HOOPOBOJIBINB, SIKi OTPUMYBAJIU a3aTiONPUH y
no3i 100 Mr okpeMo Ta 3MeHIIIeHY 103y a3aTionpuHy (25 Mr) y kombiHatii 3 hpebykcoctaTom (40 abo



120 Mr).

HocnimxeHHS B3aeMoii heOyKcocTaTy Iif dyac iHInoi MTOTOKCHYHOI XiMioTepariii He TpoBofuIu. Y
mpolieci mocigKeHHs marienTaM i3 CJITI 3 mekinbkKoMa pexXuMaMu XiMioTepartii mpu3Hadaau
dbebykcocTat y mo3i 120 Mr, BKII09al0Yd MOHOKJIOHAJIbHI aHTHTiMa. OgHaK Mmif 9ac IboTo
OOCIi?KeHHS B3a€EMO[Iil JTikapChKUU MpenapaT-TiKapChbKUi IpemnaparT Ta JlikapChbKUU Ipenapar-
3aXBOPIOBAHHS He AOCTiMKyBaau. ToMy MOXKIUBICTb B3aEMOIii 3 OyIb-IKUMU IUTOTOKCUYHUMU
IpernapaTaMy, 10 CYMiCHO IPU3Ha4YalTh, BUKIIOYATHA HE MOXKHa.

Posuzaima3son/cy6cmpamu CYP2C8

debykcocTat € cnabkum inribitopom CYP2C8 in vitro. Y npolieci qocnigkeHs y 300pOBUX
noOpOoBOIIBLIiB MapasenbHe 3acTocyBanHs 120 Mr ¢pebykcoctaTy 1 pa3 Ha 106y Ta OIHOPa30BOi
IIepopajbHO MIPUMHATOI 03K PO3UTIIiTa30HY 4 MT He BILIMBAJIO Ha (papMaKOKiHETUKY PO3UTTIiTa30HY i
1ioro MeTtabomiTy N-Ie3MeTUIpo3UrIiTa30Hy, 10 IeMOHCTPYE, 1110 peOyKcocTaT He MPUTHIUYE
depment CYP2C8 in vivo. TakuM 4MHOM, OOHOYACHE BBeeHHs GpebyKcocTaTy i po3uriita3ony abo
inmmx cyOctpatiB CYP2C8 He BuMarae KOpeKIIil 103u [JIs IIUX IIperaparis.

Teoginin

[TpoBenmeHO HOCTiAXKEeHHS B3aeMOLil peOdyKcocTaTy 3 y4acTiO 30POBUX JOOPOBOJIBIIB AJIS OLIHKU
BIUIMBY IPUTHIYEHHS KCAHTUHOKCHA3! Ha 30iIbIIeHHS PiBHS TeoGiniHy B IUPKYIIOI0Yii KPOBI, 1110
crocTepiranocs 3 iHIIUMY iHTi6iTOpaMyu KCAaHTHHOKCHUIA3U. Pe3ynbTaTH OOCTigXKeHHS II0Ka3alH, 110
IIPpY OJHOYACHOMY 3acTOCyBaHHi ¢pebykcocTaty y no3i 80 mMr Ta Teodininy y mo3i 400 mr He Oyio
KoOoHUX (hapMaKOKiHEeTUYHUX B3a€MOfiN ab0 BIIMBY Ha 0e3meKy Teodininy. Takum 4uHOM,
¢debykcocTat y mo3i 80 Mr MoxKHa 3aCTOCOBYBaTH OOHOYACHO i3 TeodiniHoM 6e3 0coOMuBUX
3acTepexeHb. [JaHux mono no3u ¢pedykcocrary 120 Mr HeMae.

HanpoxceH ma iHwi iHeibimopu 2110KypoHi3auii

MeTabori3M ebyKcocTaTy 3aiexkuTh Biff akTUBHOCTI hepmeHTy Y O-rmoKypoHinTpaHchepaswu.
JlikapceKi 3aco0u, 110 IPUTHIYYIOTH NIPOIiecC III0KYPOHi3aliil, Hanpukiag HII33 Ta npobenenusn,
TEOPETUYHO MOXKYTh BIUIMBATH Ha BUBeHeHHS GeOyKkcocTaTty. Y 3M0poBUX JOOPOBOJIBLIB IPH
OHOYAaCHOMY 3aCTOCYBaHHi ¢peOyKcocTaTy Ta HampokceHy mo 250 Mr 2 pa3u Ha go0y crocTepiranocs
nocunenHs aii pebykcocrarty (C,., (MakCcHManbHa KOHIIEHTpAllis) CTaHOBUTD 28 %, AUC (moia mif
Kpusow) - 41 %, t,, (mepiox HamiBBUBeneHH:) - 26 %). Y npoueci foCIifiXKeHb 3aCTOCYBaHHSA
Hanpokceny Ta inmux HI133/inri6iTopi LJOI'-2 He CymnpOBOMXKYBaNIOCS KIiHIYHO 3HAUYIITUM
30inbIIeHHSIM MTOOIYHUX pPeakiiili.

®ebykcocTaT MOXKHA OOHOYACHO 3aCTOCOBYBATH 3 HAIIPOKCEHOM 0e3 3MiHHM IX [I03H.
IHOyKkmopu 2a10KypoHi3auil

[MTotyxHi iHOyKTOPH pepMenTy VI ®-TMoKypoHinTpaHchepasu MOKYTh IIOCUITIOBATA MeTabo1i3M Ta
3MeHIyBaTH ePpeKTUBHICTh PeOyKcocTaTy. Y NallieHTiB, sIKi 3aCTOCOBYIOTh MOTYKHi iHIYKTOPH
TJIIOKYPOHi3allil, peKOMEeHyEeTHCS KOHTPOJIIOBATH PiBEHb CEYOBOI KMCJIOTH y IJIa3Mi KPOBi yepe3

1-2 tuxHi ogHOYacHOI Teparil. [Ipu BigMiHi iHAyKTOpa TMTIOKYpOHi3allii MOXK/IMBe MifBULIeHHS PiBHS
bebykcocTaTty y maa3Mi KpoBi.

KoaxiyuH/iHOomemauuH/2i0poxaopomia3ud/eappapuH

debykcocTaT MOKHA OGHOYACHO 3aCTOCOBYBATH 3 KONXiIMHOM abo iHmoMeTalmHOM 6e3 3MiHU 103U
nmpenaparis.



Takoxk He TOTPiOHO 3MiHIOBATH 403y (pedyKcocTaTy IpU OGHOYaCHOMY 3aCTOCYBaHHI 3
TiAPOXJIOPOTia3uAOM.

OpHoYacHe 3acToCcyBaHHST peOyKcocTaTy 3 BappapuHOM He BUMara€ 3MiHU 003U OCTAHHBLOTO.
3acTocyBaHHS Y 300poBuX moOpoBobliB pedykcoctaTy (80 mMr abo 120 mr 1 pa3 Ha moly) i3
BaphapuHOM He BIJIMBAE Ha (hapMaKOKiHETHUKY OCTaHHbOr0. OgHOYaCHE 3aCTOCYBaHHS 3
¢bebyKcocTaTOM TaKOXK He BIIMBA€E Ha MikHapojHe HopMasizoBaHe BigHomeHHs (MHB) Tta
aKTUBHICTH (hakTOpa VII.

[esunpamin/cybcmpamu CYP2D6

3a maHuUMH, OTPUMAHUMM in Vvitro, GebykcocTat € cnabkum inribitopom CYP2D6. ¥ mporeci
MOCTiIKEeHb 3 y4acTiO 3T0POBUX NOOPOBOJILIIB, siKi oTpuMmyBanu 120 Mr ¢pebykcocTary 1 pa3 Ha o0y,
croctepiranocs 30insimenHs AUC pe3unpaminy (cyoctpat CYP2D6) Ha 22 %, 1110 CBITUUTH IIPO
cnabKy npurHidyBaibHy Aitfo pedykcoctaTy Ha ¢pepmeHT CYP2D6 in vivo.

Takum 4MHOM, IIPU OMHOYACHOMY 3acTocyBaHHI pebykcocTaTy Ta cyOcTpatiB CYP2D6 HeMae
HeoOXigHOCTi 3MiHIOBATH IX MO3H.

AHmauuoHi 3acobu

[Ipu ofHOYACHOMY 3aCTOCYBaHHI 3 aHTalaMy, 1110 MICTATh MarHiloo riIpoKCHUz Ta ajioMiHi0
rimpokcum, Big3HaYaeThCs 3aTPUMKa BCMOKTYBaHHS (hebykcocTaTy (mpubnu3Ho Ha 1 roguHy) Ta
3menmenHs C,,, Ha 32 %, omHak AUC ¢pebyKcocTaTy CyTTEBO He 3MiHIOETHCS, TOMY pedyKcocTaT
MOXHa 3aCTOCOBYBATH 3 aHTALUTHUMU 3ac00aMHU.

Oco06.1ueocmi 3acmocyeaHHsi.

Cepueso-cyOuHHi 3ax80PHOBAHHS

JIikyBaHHS XpPOHIYHOI rilepypukeMii

[Tig yac po3po6ku nikapchKoro 3aco0y i B omHOMY micnsipeecTparuiinomy gocrigxkenHi (CARES) y
IIAllieHTIB 3 y2Ke HasSBHUMM OCHOBHUMHU CEPIIEBO-CYIUHHUMY 3aXBOPIOBAHHSIMU (HalpPHUKIIaA: iHpapKT
MioKapfa, iHCynbT abo HecTalinbHa CTeHOKapHisd) IPU 3aCTOCyBaHHI (peOdyKcocTaTy crocTepiranacs
OinbIla KinbKiCTh CEPIIEBO-CYIUHHUX YCKIIagHEHD 3 JIeTalbHUM HaCIiIKOM MOPiBHSHO 3
aJIOIyPUHOJIOM.

[TpoTe B momanbioMy micnspeectpanitnomy mocuimxkenHi (FAST) ¢peOykcocTaT He MOCTyIaBCs
aJIOIYPHHOIIY 3@ YaCTOTOIO K JIeTaJbHUX, TaK i HeJlleTalbHUX CEPIEBO-CYIUHHUX YCKIagHEHb.

JIikyBaHHS Li€l TPyNy MallieHTiB CIIif TPOBOAUTYU 00€peXkKHO Ta 3 PETYIAPHUM HATJIAIOM.

HeTanbHime mpo 6e3meky ¢pedyKcocTaTy [iJis CepleBO-CYAUHHOI CUCTEeMHU OuB. po3minu «ITo6iuHi
peaxkiiii» i «PapmMakoguHaMiKa».

[IpodinakTrka i JiKyBaHHS Time UKeMil v TTaItieHTiB i3 pU3UKOM PO3BUTKY CJIIT

[TarmienTy, sKi miggamThCA XiMioTepartil 3 MPUBOAY reMaTOIOTiUHUX 37T0SKICHUX HOBOYTBOPEHD 3
noMipHuM abo BucokuM pusukom CJIIT Ta 3acToCOBYIOTH hebOyKcocTaT, Ipu HasgsBHOCTI KITiHIYHUX
IIOKa3aHb 3HAXOOAThCS Mif HATMIAmOM Kapaiosora.



Asepeis/einepuymausicms Ha Aikapcbki 3acobu

Y Mexkax TOCTMapKeTUHTOBOTO HarsaAy Oyiau pifKicHi mOBimOMIEHHS PO CEPHO3Hi anepriyxi
peaxiiii/peakiiil Tinep4yTAUBOCTI, Y TOMY YHCJIi 3aTPO3/IUBOTO [JI KUTTSI CUHIPOMY
CriBeHca-[]?KOHCOHa, TOKCUYHOTO elifepMaIbHOT0 HEKPOJIi3y Ta TOCTPUX aHa(}imaKTUIHUX
peaxtiii/moky. Y O0inblIocTi BUNAgKiB TaKi peakilii CrrocTepiraaucs MpoTsATroM IepIIoro Micsis
3acTtocyBaHHS (pebyKkcocTaTy. Y KiJIbKOX, ajie He y BCiX IallieHTiB CIIoCTepiraaucs mopymeHHs
HUPKOBOI QYHKIIil Ta/ab0 rinepyyTIuBiCTh [0 aJoNypPHUHONY B aHaMHe3i. TSIXKKi peakiril
Tinep4yTINBOCTI, Y TOMY YKCIIi peakiiil, o CyIIPOBOAXKYITLCS €03UHODITIIE i CUCTEMHUMU
cumntoMamu (DRESS-cuHopoM), y messKux BUIafKax Oyd MMOB'sg3aHi 3 TUXOMAHKOIO,
reMaToJIoTiuHO0I0, HUPKOBOIO ab0 IeYiHKOBO HENOCTATHICTIO.

[MarienTy noBuHHiI 6yTH NMPoiHGOPMOBaHi PO 03HAKM Ta CUMIITOMH TilepuyTIUBOCTi/aneprii, a
TaKOXK 3a HUMU CJIi CIIOCTEPIraTH 1040 PO3BUTKY TaKuX peaklid. [Ipu mosBi CepUO3HUX alepriyHux
peakuii/peakiiy rinepuyTauBocTi, cuaapoMmy CTiBeHCa-[[?KOHCOHA B TOMY YUCJIi, 3aCTOCYBaHHS
bebykcocraty Tpeba HeralHO IPUIMHUTH, OCKIIbKY PaHHE NPUIIMHEHHS 3aCTOCYBaHHS ITOKPAIITYE
IIPOTHO3. fKIIO y NalieHTa pO3BUHYJIACA ajlepriyHa peakllisg/peakiiisa rinepuyyTaIuBoCTi, Y TOMY YUCIIl
cuHgpoM CriBeHca-[I2KOHCOHA Ta rOCTPi aHa(iNnaKTUYHi peakiii/IIoK, TO MTOBTOPHE IPHU3HaYEHHS
bebykcocTaTy IPOTUIIOKA3aHO.

3azocmpeHHA (Hanad) nodazpu

JlikyBaHHS pebyKCcoCTaTOM CIIif PO3MOYMHATH TiIbKU Y TEPIOf MiCig 3aTOCTPEHHS XBOPOOHU.
debykcocTaT MOXKe CIIPOBOKYBaTH Hallaf MOAATrPX Ha IMOYaTKY JiKyBaHHS 3a PaXyHOK 3MiHU PiBHS
Ced40BO1 KHCJIOTH Yy CUPOBATIi KPOBi Uepe3 BUXiA yparTiB i3 meno. Ha moyaTky nikyBaHHSA
bebyKkcocTaToOM PEKOMEHIYEThCS MPU3HAYUTH HECTePOinHi npoTulananbHi 3acobu (HII33) abo
KONXIIIMH Ha TEePMiH He MeHIIe 6 MicsLiB A mIpodilakKTUKY HalladiB MOJarpu.

[Tpu PO3BUTKY Hallafly MOJArpy Ha TJi 3aCTOCYyBaHHS (peOyKCcoCTaTy JIiKyBaHHS CJIifl POMOBXKYBATH.
OpHoYacHO HeOOXiIHO ITPOBOAUTH BiATIOBIOHY iHOMBIAYyalbHY TEpariio 3aroCTpeHHs nofgarpu. [Ipu
TPUBAJIOMY 3aCTOCyBaHHi (peOyKCcoCcTaTy 4aCcTOTa Ta TAXKKICTh HalafiB ogarpyu 3MeHIIyIOThCS.

Biokna0eHHA KCcaHmuHis

Y nari€eHTiB i3 TPUCKOPEHUM YTBOPEHHSIM ypaTiB (HallpUKJIaf, Ha TIIi 3I09KICHUX HOBOYTBOPEHb Ta IX
nikyBaHHS abo npu cuHOpoMi Jlema-HixaHa) MOXkJuBe CyTTeBe 30iblIeHHS abCOMIOTHOI
KOHIIEHTPaIlil KCAaHTHHIB y Cedi, [0 y PigKiCHUX BUIIaIKaX CYIIPOBOIKYETHCS 1X BiIKIafileHHAM Y
Ce4OBUBIgHUX IINIgXaX. LIbOro He CIOCTepirasocs B OIOPHOMY KJTiHIYHOMY OOCIiAKeHH]
debykcocraty mpu CJITI. Yepe3 o6MexkeHiCTh IOCBiY 3acToCyBaHHS (hebyKCcOoCTaT He IMOKa3aHUM
ImalieHTaM mpu cuaapoMi Jlemra-HixaHa.

MepkanmonypuH/azamionpuH

debykcocTaT He PEKOMEHIYETHCST 3aCTOCOBYBATH TMAIliEHTaM, 5IKi OTHOYACHO OTPUMYIOTh
MepPKaINTONyPUH/a3aTiONPUH, OCKiNbKY iHTi0yBaHHS KCaHTUHOKCUAA3U GheOyKCoCTaToM MOXKe
CIIPUYMHUTH IiABUIIEHHS KOHIIEHTpAIlil MePKaITONyPUHY/a3aTiONPUHY B IIJIa3Mi KPOBI, 110 MOXKe
IIPU3BECTH 10 CUJIbHOI TOKCUYHOCTI.

fAxmio koMmOiHallii He YHUKHYTH, PeKOMEHYETHCS 3MEHIIUTHU 003y MEPKAITONYPHHY/a3aTiONPUHY 10
20 % abo MeHIIIE TTONTEPEIHBO IPU3HAYEHOI NO3H, 11100 3am00irTH MOKIIMBUM IreMaTOoJIOTiYHUM
BII/IMBAM (OUB. po3min «B3aeMopmis 3 iHIMMY NTiKapChbKUMU 3aco0aMu Ta iHIII BUOY B3AEMOii»).
[TarieHTiB CMif peTenbHO KOHTPOJIIOBATH, a 103y MEPKANTONYPUHY/a3aTiONPUHY MOTPiOHO 3rofioM
KOPUT'YBaTH Ha OCHOBI OLIHKY TepaleBTUYHOI BifIIOBiMi Ta HACTAHHS MOXK/IMBUX TOKCUYHUX €(EKTiB.



IauieHmu, AKi nepeHecau MPAHCNAAHMAayio op2aHis

Hocainy 3acTocyBanHs (pebykcocTaTy Ll KaTeropil nalieHTiB HEMae, TOMy 3aCTOCYBaHHS IIpenapaTy
He [10Ka3aHo.

TeoiniH

OpHopa3oBe OffHOYACHE 3acTocyBaHHS (ebykcocTaTy y mo3i 80 Mr Ta Teodininy y mo3i 400 Mr He
I10Ka3aJio XKOOHUX papMaKoKiHeTHYHUX B3aeMofii. PebykcocTaT y 1o3i 80 Mr MoxkKHa 3aCTOCOBYBaTH
OJHOYACHO i3 TeodiniHoM 0e3 pu3UKYy MigBUINEHHS KOHIIEHTPALil TeodiniHy y m1a3Mi Kposi. [laHUX
mopo no3u pebykcocraty 120 Mr HEMaE.

3ax80pr8aHHA NeviHKu

Y xonxi kom0OiHOBaHOI pa3u 3 KIiHiYHUX HochifxeHb y 5,0 % malieHTiB, sSKi oTpuMyBanu pebykcocrar,
CIIOCTepiranucd He3HayHi 3MiHU MEeYiHKOBUX ITOKa3HUKIB, TOMY PEKOMEHAYETHCS MEPEBIPATU
GbyHKITiOHATBHI TeYiHKOBI TOKa3HUKY [0 Tpu3HadyeHHs (heOyKcocTaTy Ta Iif Yac JiKyBaHHS IPU
HasBHOCTI IIOKa3aHb.

3axeoprBaHHA W,umMoBuUdHOI 3a103U

YV 5,5 % mnauieHTiB, ki oTpuMyBanu pebyKcoCcTaT IPOTATOM TPHUBAJIOTO Yacy, CIIOCTepiranocs
migBuIeHHs nmokasuuka TTI (> 5,5 MkMO/Mn) mif yac JOBrOCTPOKOBUX BiTKPUTHUX PO3MUPEHUX
mocrimxkeHnb. ToMy nmikapchkui 3acib ciif 3 06epeKHICTI0 3aCTOCOBYBATH NallieHTaM i3 OpYIIeHHSIM
GYHKIII MU TOBUIHOI 3a7103H.

Jlakmo3sa

Jlikapcekui 3acib MiCTUTD JTaKTO3Y, TOMY IalliEHTaM 3 TaKUMM PiTKUMU CITafIKOBUMHU XBOpoOaMu SIK
HEeTePeHOCUMICTh rajlakTo3u, nedinuT maktasu Jlanma abo nopyeHHs MaababcopOIlil TI0K03u-
rajlakTo3u He CJIiJ 3aCTOCOBYBaTH AaHWM JIiKapChKUU 3acil.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py0010.
BazimHicmb

OOmexxeHM JOCBig 3acTOCyBaHHS (eOyKCOoCTaTy y epiof BariTHOCTI CBiTYUTE PO BiACYTHICTH
HECIIPUSITIIMBOTO BIIUBY Ha mepeObir BariTHOCTI Ta 30OPOB’s MJI0a/HOBOHAPOIKEHOTO. Y mporeci
IOCIIiIXKeHb Ha TBapuHax He 0y10 IOMidyeHOo 1oro mpsamMoro abo HenpsaMoro no6iyHOro BIJIUBY Ha
mepeOir BariTHOCTI, PO3BUTOK eMOpioHa/mionga Ta rnepeobir monoris. IT0TeHIINHUN PU3UK I TIOOUHA
HeBigomuii. ®ebykcocTaT He CJIiff 3aCTOCOBYBaTH Y IE€PiOf BariTHOCTI.

ITepiod 200ys8aHHA 2py0010

Hesigomo, uu mpoHuKae pebykcocTaT y rpyaHe MOJIOKO JIIOOUHU. [JoCIiiKeHHS Ha TBApHHAX
IoKa3aJy, o ¢peOyKcocTaT MPOHUKAE V¥ TPYAHE MOJIOKO Ta Ma€ HeTaTUBHUI BIIMB Ha PO3BUTOK
HOBOHAPOOXKEHUX, IKUX FOAYIOTh 1M MOJIOKOM. PU3UK MOTpaNIsHHS MpenapaTry B PyoHEe MOJIOKO He
Moxe OyTu BuKIoueHu. ®ebykcocTaT He CJIiff 3aCTOCOBYBATH Y IIepiof rOfyBaHHS TPYIOIO.

depmuabHicmb

HocninxkeHHs (GepTUNBHOCTI Ha TBAPXHAaX IIPY 3aCTOCYBaHHI y 7031 48 Mr/Kr/mo0y He BUSBUIH



3aJIeXHOCTI T0OIYHUX peaklil Bif no3u. [is ¢pebykcocTaTy Ha pelIpOnyKTUBHY GQYHKIIO JTIONUHU
HeBigoMa.

30amuicmb 8niusamu Ha weudKicme peakyii npu KepyeaHHi asBmompaHcnopmom abo iHwumu
MexaHiamamu.

Bynu noBifoMieHHS PO PO3BUTOK COHJIMBOCTI, 3allaMOpPOY€eHHs, TapecTe3ii Ta MOPYLIeHHS YiTKOCTI
30py Ha 171 3acTocyBaHHA debykcocrary. ToMy naiieHTaM, gKi 3aCTOCOBYIOTh (heOyKcocTaT,
pPeKOMeHyeThCs 6yTu 06epekKHUM IIPU KePyBaHHI aBTOTPAHCIIOPTHUMU 3aco0aMu Ta PoOoTi 3
iHIIMMU MexaHi3MaMu 10 TOTO Yacy, TOKU BOHU He OyayTh BIIEBHEH Yy BiICYyTHOCTI BUIlle3a3HAYEHUX
m0OiYHUX peaKili.

Cnoci6 3acmocyeaHHss ma 0do3u.
[l03yB8aHHA
ITodaepa.

PexomeHoBaHa fio3a cTaHOBUTEL 80 Mr 1 pa3 Ha 00y mepopaibHO, He3aIeXKHO Biff MPUUOMY ixki.
fKII0 KOHIIeHTPallig Ce40BOl KUCJIOTH B CUPOBATII KPOBi mepeButiye 6 Mr/mi (357 MKMOJIb/IT) Ticis
2-4 TUXKHIB iKyBaHHS, CJIif] PO3TNISIHYTH MigBUINEHHS 003U dhebykcoctaTty 0o 120 mMr 1 pa3 Ha mo0y.
EdekT nmikapchkoro 3aco0y BUSIBIISIETHCS HOCUTH MIBUOKO, II0 POOUTH MOXKIUBHUM ITOBTOPHE
BM3Ha4YEHHS KOHIIEHTpAllil Ce40BO1 KUCJIOTH Yepe3 2 THKHi. MeTo10 JIiKyBaHHS € 3MEHIIEeHHS
KOHIIEHTpAIlil Ce40BOl KHCJIOTH Y CUPOBATIIi KPOBIi Ta MiATPUMKa 11 Ha PiBHI MeHIIe 6

MT/mI (357 MKMOIB/M).

TpuBamicTs mpodiNnakTUKY HalaiB MOJarpu PeKOMeHI0BaHa He MeHIlle 6 MiCSIIiB.
CunOpom niszucy nyxauHu (CJIII).
PekoMeHpoBaHa no3a craHoBuTh 120 Mr 1 pa3 Ha go0y mepopasnbHO, He3aleXkHO Biff IpUUoMY 1XKi.

3acTocyBaHHs JlikapchKoro 3aco0y [Togadeb cimig po3noyrHaTH 3a [IBa JHI 0 IOYATKY
IIUTOTOKCHUYHOI Teparii i MpogoBXKyBaTH IoHaiMeHIIe 7 [i0; OMHaK TPUBAJICThL Tepalil MoXHa
IIOMOBXKUTH 10 9 mib BimIIOBIgHO MO TPMBAJIOCTI XiMioTeparmil Ta KITiHIiYHOI OIIiHKH.

ITayieHmu AiMHb0O20 BIKY.
Ins uiei kaTeropili maiieHTiB KOpeKLis J03U He MOTPiOHA.
Hupxosa HedocmamHicmb.

Y maii€eHTiB i3 TSIXKUM MOPYILIEHHSIM (QYHKIII HUPOK (KiipeHc KpeaTuHiHy < 30 MJ/xB) e(eKTHBHICTh
Ta 0e3MeKy JIiKapchKoro 3aco0y BUBYEHO HEOOCTATHLO. [lallieHTaM i3 mopyuIieHHAM QYHKII1 HIPOK
7erkKoro abo MOMipHOTO CTYTeHs KOPEeKIis 03U He MOoTpidHa.

ITeuiHkosa HedocmamHicme.

HocninxeHHs eeKTUBHOCTI Ta Oe3neky (heOyKcoCTaTy Y NAlLi€HTIB i3 TSIXKKO0 [Ie4iHKOBOIO
HepocTaTHIiCTIO (Kimac C 3a mkanow Yaunga-I1'10) He IpoBOOUIIH.



- [Todaepa. [1pu nopyuieHHi QyHKII1 Ie4YiHKY IETKOT0 CTyIeHsI peKOMeHJ0BaHa qo03a
CTAHOBUTH 80 mr. [TocBig 3acTOCyBaHHS JiKapChKOro 3aco0y IIpu MopyIlIeHHi QyHKITiI
IIEeYiHKHY ITOMIpPHOTO CTYIIEeHSI 00MeXeHU .

- CuHOpom nizucy nyxauHu (CJIII). 3 oTlOpHOTO [OCTiXKeHHS 0yIu BUKIIOYEHI TiTbKYU Cy0’ €KTH i3
IIe4iHKOBOIO HEOCTATHICTIO TSAKKOTO CTyIeHs. [/ MallieHTiB, gKi Oy/X BKIIIOYEHi B JOCTi?KEeHHS,
KOPEKIIid [03U y 3B’S3KYy 3i cTaHOM (DYHKIIiM TeYiHKY He MOTpiOHa.

Cnocib 3acmocysdHHA

3acTOCOBYBATH IEPOPAIbHO, He3aIeKHO Biff IPUHOMY iXKi.

Himu.

Besneka Ta eeKTUBHICTb 3acTOCyBaHHS (HeOyKcocTaTy HiTIM BiKoM [0 18 pokiB He BCTaHOBJIEHI.
[laHi 11010 3aCTOCYBAHHSA BiICYTHi.

Ilepedo3yeanHsi.

Y pasi nepeno3yBaHHSA [I0Ka3aHa CUMIITOMaTAYHA Ta HMiATPUMYlO4Ya Teparlid.

ITo6iuni peakuii.
Pestome npogiawo 6e3nexu

HadyacTimumMu nmob0iYHUME peakIliaMu y KIHIYHAX JocigKeHHaxX (4072 namiesTy, 1o
3actocoByBanu o3y Big 10 mr mo 300 Mr), micmsgpeecTpaliiitHuX JOCTigKeHHIX 6e3neku
(mocmimxenus FAST: 3001 yyacHUK, IKHU OTPUMYBaB, IpuHaiMHi, fo3y Big 80 mr go 120 Mr) Ta B
IIpolieci TOCTMapKETHHTOBOTO HATJISAAY V NalliEHTiB 3 mofarpoto OyiIu: 3aroCTPeHHs (Hamaau)
noflarpy, opyineHHs GQyHKII Te4iHKH, giapes, HY[OTa, TOJIOBHUIM 0ilb, 3aTaMOpPOYEeHHS, 3aJUIIKa,
BUCHUIIaHHS, cBep0ixX, Oinib y cyrnobax, 0inb y M’'s13ax, O6i71b y KiHIiBKax, HaOpsKu Ta MigBUIeHa
BTOMJTIOBaHiCTh. LIi mo6iuni peakirii Manu y GinbInocTi BUNagKiB nerkuit abo cepepHiil CTymiHb
TSIKKOCTi. TTig Yac MoCTMapKeTUHTOBOT'0 HATIsAAy Oy/u MOBiMOMIEHHS PO PigKicHiI BUMagKu
CEepU03HUX peakiliil rimepuyTauBocTi Ha GebyKcocTaT, fesiKi 3 HUX CYIPOBOAXKYBAIUCS CUCTEMHUMU
peaxlIlisiMu, Ta PO PifKicHi SBHUIA PAIITOBOI CEPIIEBOI CMEPTI.

Y HUK4YeHaBeqeHil TabuIli 3a3HayeHo M00iYHi peakilii, SKi BUHMKAIOTh IIPU 3aCTOCYBaHHi
debykcocTaTy Ta KnacudikoBaHi TakuM 4yuHOM: 4acTo (Big = 1/100 go < 1/10), HeuyacTo (Big =
1/1000 go < 1/100) Ta pigko (Big = 1/10000 mo < 1/1000). YacToTa pOo3BUTKY I'DYHTYETHCS Ha
OOCHIAXKEHHAX Ta MOCTMapPKEeTHHTOBOMY [OCBIifi 00 MallieHTiB i3 moAarpoxo.

Y KOXHiil TpyTIi 3a YaCTOTOI0 PO3BUTKY MOOGIUHI peakilil IpefCTaBIeHO y MOPSAAKY 3MEeHIIeHHS
CTyIeHS TAKKOCTI.

Tabauuys 2. ITobiuHi peakuyii, wo cnocmepizanucs y ¢asi 3 KombiHOBAHUX PO3WUPEHUX
0osz20cmpoKosux 00Cai0HCeHb, nicasapeecmpauiliHux docaidxiceHHsax 6e3neku ma 8 nepiod
nocmmapkemuH208020 CNOCMeEPeNdCeHHA Yy nauieHmia i3 nodazpor.



3 00Ky KpOBi Ta Pinko
miMbaTUyHOI cucTEMHU [TaHIXTONEHiss, TPOMOOLMTONEHisI, arpaHyIoNuTO3*, aHeMis”
3 00Ky iMyHHOI CUCTEMHU Pigko

AHadinakTH4HI peakuil*, rinepyyTnuBicTh [0 npemapary*

3 00Ky eHIOKPUHHOI
CUCTEeMHU

HeuyacTo
[TifBUINEHHS PiBHA THPEOCTUMYJIIOYO0r0 FOPMOHY KPOBI, rinoTupeos”

3 00Ky OpraHiB 30py

HeuacTo

3aTyMaHeHU! 3ip

Pigko

Oxo3is apTepii citkisku®

3 60Ky Xap4yyBaHHS Ta
00MiHy pe4OBUH

[HacTo***

3arocTpeHHs (Hamagu) mogarpu

HeuacTo

[lykpoBuii miabeT, rimepiinigemisi, 3HUKEHHS aleTUTy, 30iIbIIeHHS
MacH Tina

Pigko

3HUXKEHHS MaCH Tijla, MiBUILIEHHS alleTUTY, aHOPEKCid

3 OOKY ICUXiKH

HeuacTo

3HMKEHHS 1i0ino, 6e3COHHS

Pigko

HepBo3HiCTh, IPUrHiYeHuH HacTpili’, posnan cHy”

3 60Ky HEPBOBOI CHCTEMU

[HacTto

["onoBHUY 0iflb, 3aIIaMOPOYEHHS

HeyacTo

napecTesii, reMinapes, COHIMBICTS, leTapris’, 3MiHa CMaKOBOTO
CIPUMHSTTS, TillecTesis1, mocnabieHHs HIOXY

Pigko

AreB3ia’, BiguyTTa neuinaa’

3 60Ky OpraHy CIIyXy Ta
mabipuHTY

HeuacTo
[Ilym y Byxax
Pigko
Bepruro”®

3 00Ky cepIieBoil
CUCTEMU

HeugacTo

Dibpunslis mepencepnb, BITUyTTS ceplieOUTTs, BiIXuieHHs Bil HOpMU
Ha EKT', 6okapga miBol HixkKu nydka ['ica (muB. po3min «CuHmpom
Ti3uCy MyXJIMHU»), CUHYCOBa Taxikapmid (AuB. po3min «CHHOPOM JIi3ucy
yXJIMHW»), apATMisa”

Pinko

ParniToBa cepleBa CMEPTH*

3 60Ky CyOuHHOI
CUCTEMHU

HeuacTto

ApTepiasibHa rifepTeH3is, IPUIIUBY, IPUIIUBY 3 BIIUYTTAM XKapy,
KpPOBOTEYi (OUB. PO3nis1 «CUHOPOM JIi3UCY MIYXJIUHU»)

Pigko

[upKyIATOpHMI Konanc’

3 00Ky muXabHOI CHCTEMU

[HacTo

SanuInkKa

HeuacTo

bponXiT, iHdeKIlil BepXHiX OUXanbHUX IIIAXiB, iHQEKIis HUKHIX
IMXanbHYX IUIAXiBY , Kamens, puHopes®

Pigko

[THeBMOHiST”




3 00Ky LIIYHKOBO-
KUIITKOBOTO TPAKTY

YacTo

[liapes**, HymoTa

HeyacTo

Binb y XKUBOTI, Gi/ib y BEPXHIX Bifilax KUBOTA®, 3MyTTs XKUBOTA,
racTpoe3odareanbHa pedIroKCHa XBopoOa, 6110BaHHS, CYXiCTh y POTI,
MVCIIENCisi, 3aI10p, YacTi BUTTOPOKHEHHS, METEOPU3M, AUCKOMGOPT Y
UTyHKY a0 KAIIEYHNUKY, BUPa3KU B MiIAHIN poTa, Habpsk ry6”,
MaHKPEaTUT

Pinko

[Tepdopalis MIIyHKOBO-KAIIKOBOTO TPAKTy", CTOMATHT"

3 60Ky MeviHKu Ta
PKOBYOBUBIMHUX IIISIXIB

[HacTo

[lopymeHHS PYyHKIII mediHKu**

HeuacTto

?KoBuHOKaM' sTHa XxBopoOa

Pigko

['enaTUT, XXOBTSHUIAY, HEYiHKOBA HEOCTATHICTE*, XONeUCTUT"

3 00Ky LIKipu Ta MiAIIKipHO-
PKPOBOI TKaHUHU

[HacTo

BucunanHs (y TOMY YKCIIi BUCUIIAHHS 3 OiNIbIII HU3BKOIO YaCTOTOIO
BUHUKHEHHS, JUB. HUXK4Ye), CBepOixk

HeuacTto

[lepMaTUT, KPOIIUB'THKA, 3MiHa 3a0apBieHHS IIKipH, MOIIKOIXKEHHS
[IKipH, eTeXil, IISIMUCTI BUCKIIM, MaKyJIOMaMy/Ib03Hi BUCHUIIH,
Many/Ib03Hi BUCKIIH, MifBHIIEHA MiT/IMBICTh, aJIoNelis, eKk3eMa’,
epuTeMa, HiuHa miTIuBicTh”, mcopias”®, ceep6nayi Bucunu®

Pinko

TokCcHUHMY enifilepManbHUN HEKPOi3*, curgpoM CriBeHca-[IKOHCOHA*,
aHTioHaOPSK*, peakilil Ha IIpemapar, 10 CYIPOBOAXKYIOThCS
€03MHO(DINiEI0 Ta CUCTEMHUMY CUMIITOMaMu*, reHepasli3oBaHi BUCUIIU

(cepiio3Hi)*, ekcdhomiaTuBHI BUCUIIY, (POJIIKYISPHI BUCUIIH,
BE3UKYJIbO3HI BUCUIIH, IIyCTYJIbO3HI BUCUIIU, €PUTEMAaTO3HI BUCUIIY,
KOPOIOMiOHI BUCUTIH

3 60Ky OIIOpHO-PyX0BOro  [dacro
amapaTy Ta CIIOJTy9HOl Binb y cyrnobax, 6inb y M’sg3ax, Oinb y KiHniBKax”
TKaHUHU HeuacTo

APTPUT, CKEJIeTHO-M s130BHUH 0inb, C71a0KiCTh y M's13aX, CymoMu M’s3iB,
CKyTiCTh M’s13iB, 6ypcuT, HabpsK cyrno6is®, 6ims y couni’, ckenetHo-
M’s130Ba CKyTICTh’, CKYTIiCTh CYrI00iB

Pinko

Pabmomionis*, cMHIPOM 371aBJIeHHS PoTaToOpa mieua”, peBMaTUyYHa
momimianris’

3 60Ky HUPOK Ta
CeUOBUBIOHUX HIISAXIB

HeuacTto

HupkoBa HEOCTATHICTh, CEYOKaM siHa XBopoba, reMaTypis,
[0J1aKiypisi, MPOTelHypisi, HECTPUMHI ITO3KUBU 10 CEYOBUITYCKAHHS,
iHbexIIil ce4oBUBIgHUX MIIAXiB"

Pinko

[TyOynoinTepcTuilianbHul HeQpuT*

3 00Ky penponoyKTHBHOI
CUCTEMH Ta MOJIOUHUX
327103

HeuacTo
EpekTunbHa OAUCPYHKIIIST

3 60Ky opraHi3aMmy 3arajiom

[HacTo

Habpsiky, migBUIlleHa BTOMTIOBAHICTh

HeuacTo

Binb y Tpynsax, BiguyTTa guckoM$opTy Vv Ipyasax, 6ine’, Hesgyxanas”
Pinko

Cnpara, BifuyTTs Xapy"




ITomaTKOBiI MeToOu HedacTo

IOCIIiIKeHb [linBUIlleHHS PiBHA aMijla3y y KPOBi, 3MEHIIEHHS KiJIbKOCTI
TPOMOOIIUTIB, 3MEHIIIEHHS KiJTbKOCTi TEWKOIUTIB ¥ KPOBi, 3MEHIIIEHHS
KiJTbKOCTI1 TiM(OIUTIB Y KPOBi, MiABUINIEHHS PiBHS KpeaTUHY B KPOBi,
MiABUILEHHS PiBHS KpeaTHHIHY Y KPOBi, 3HUKEHHS PiBHSA reMorio0iHy
KPOBI, IMiIBUIIEHHS PiBHS CEYOBUHM B KPOBI, MiABUILIEHHS PiBHSA
TPUTJILEPUAIB Y KPOBI, MMiABUIIIEHHS PIBHS X0JIECTEPUHY B KPOBI,
SHUKEHHS IeMaTOKPUTY, IiABUIIEHHS PiBHSA JIaKTaTHerigporeHasu
(JIOT') vy KpoBi, MifABUINIEHHS PiBHS KaJlil0 y KPOBi, MigBUILIEHHS
MiZXHapPOJHOT0 HOpMaJli3oBaHoro BigHomeHHs (MHB)*

Pigko

[TigBUIlEHHS PiBHS TJII0OKO3U Y KPOBI, TIOOOBXEHHS aKTUBOBAHOTO
YaCTKOBOTO TPOMOOIIIaCTUHOBOT'O Yacy, 3HUKEHHS KilTbKOCTi
EPUTPOLIUTIB Y KPOBI, MigBUIIIEHHS PiBHS TyKHOI (hochaTasu y KpPOBi,
MigBUILEeHHS PiBHS KpeaTUHGOCHOKIHA3H Y KPOBi*

TpaBMu, iHTOKCUKAIl Ta HeyacTo

VCKJIafHeHHS IPOLEenyp 3abutTa”

* TTo6iyHi peakiiii, 110 coCcTepiraaucs B Mexkax IOCTMapKeTUHTOBOTO CIIOCTEPEKEHHS.

** [liapes Ta BiIxuJieHHS pe3yJIbTaTiB QYHKI[iOHATbHUX IIP00 MeYiHKY Bif HOPMH, IKi BUMarajau
Teparil, [0 CIoCTepiranucs B HOCTiAXKEHHAX pa3u 3, pO3BUBAINCS YacTillle y Malli€HTiB, IKi
OTPUMYBAJIU CYIIYTHIO TePaIito KOJIXIIIUHOM.

*+* [luB. po3nin «@apMakoguHaMiKa» OO0 YaCTOTH 3aroCTpeHb (HamamiB) moJarpu, Io
crioctepiranucs y ¢ha3si 3 iHguBigyaIbHUX PaHIOMi30BaHUX KOHTPOIbOBAHUX AOCIIiIXKEHb.

# [To6iyHi peaxiiii, mpo sIKi OBiMOMIISIETHCS B X0 MiCIsIpeeCTPaLiiHUX JOCTiIXKeHb Oe3MeKH.

Onuc okpemux nobivHUX peaxuit.

Y Mexkax TOCTMapKeTUHTOBOTO HaTSaAy Oyu IOBifOMIEHHS IIPO PidKiCHI BUNIAOKM CEPHO3HUX
peaxiiiit rimepuyTauBocTi Ha pebykcocTaT, y ToMy yucii cuHgpoM CtiBeHca-[[2KOHCOHA, TOKCUYHUI
elriflepManIbHUY HEKPOITi3 Ta aHadinakTuyHi peakiil/mok. CuagpoM CTiBeHCca-[[2KOHCOHA Ta
TOKCUYHUMU elifiepMaibHUN HEKPOJIi3 XapaKTepPU3yeThCS IIPOrPEeCy0YUM IIKIDHUM BUCUATIAHHAM 3
Oy/IhO3HKUM ypazKeHHSIM MIKipu abo cIM30BHUX 000JI0HOK Ta IOIpa3HEeHHSIM CITH30B01 000I0HKY OUYel.
Peakiii rimepuyTnuBocTi Ha (ebyKcoCcTaT MOXKYTh MPOSIBIISTACS TaKUMHU CUMITOMaMHU: IIKiPHUMHI
peakIlisiMu, 10 XapaKTepU3ylThCs iHDITbTPOBaHUMM MaKyI0-TalyIb03HUMU BUCUTIAHHSIMH,
reHepajsizoBaHuMu a0 eKC(hOTiaTHBHUMH BUCUIIAHHSIMH, @ TAKOXK YPaxKeHHIMH IIKipHu, HabpsKoM
00/IMYYst, TapPsSTYKOI0, TEMATOJIOTiYHUMHY TIOPYIIEHHSIMH, TAKUMU K TPOMOOIIUTOIIEHisS Ta
€03uHOQIITis, Ta ypaxkeHHSIM OKpeMHUX opraHiB a00 KilbKOX OpraHiB (MediHKa Ta HUPKU, Y TOMY YHUCIIi
TyOyJoiHTEpCTHLIaNbHUM HeQPUT).

3arocTpeHHs (Hamaay) mojarpy 3a3BUYay CIIOCTEPIiraaucs HeBOOB3i MMiC/IsA M0YaTKy JTiKyBaHHS Ta
IIPOTATOM IepIINX MiCALIB JIiIKyBaHHA. HacToTa HallafiB ofarpy 3HUXKyBanacs 3 4acoM. [1pu
3acTocyBaHHI pebykcocTaTy peKOMeHY€EThCS MpodinakThKa rOCTPUX HalafiB IogarpHu.

CunpgpoM misucy nyxnaud (CJIIT)

Pestome npoginio besnexu.

B xomi pangomizoBaHOr0, MOABIMHOTO CIIIIOro omopHoro mocrnimxeHHs ¢a3u 3 FLORENCE (FLO-01),



y sSIKoMy IopiBHIOBasu (eOyKcocTaT Ta ajonypruHon (346 malieHTiB, SKi MifgamThCcsa XiMioTeparil 3
IIPUBOAY T€MATOJIOTIYHUX 3JI0SIKiCHUX HOBOYTBOPEHD 3 TIOMipHUM ab0 BucokuM pusukom CJIII),
Tinbku y 22 (6,4 %) manieHTiB criocTepiranucs mobiuni peakirii, a came y 11 (6,4 %) marieHTiB y
KOXKHiM rpymi nikyBaHHS. BinbiricTs mo6ivHUxX peakirii 6ynu 1erkoro abo moMipHOTO CTYTIEHS.

Y ninomy B xomi mocnimxkenus FLORENCE Oymb-IKUX JOJATKOBUX IMig03p LI0H0 Oe3MeKu
3acTocyBaHHS (ebyKcocTaTy malieHTaM i3 moparpoi He 0yJ10, 3a BUHATKOM HUXK4Ye3a3HaueHUX
TPLOX MOOIYHUX peakiii (quB. Tabm. 2).

[TopyuieHHs 3 60Ky CeplieBol CUCTEMH.

Heuacro: 6710kafa niBoi HiXKKHY ITy4Ka ['ica, CHHyCOBa TaxikKapmis.
[TopyureHHst 3 60Ky CYOUHHOI CUCTEMH.

HeuacTo: KpoBoTeui

[ToBigoMIIeHHS PO Mimo3pioBaHi mo6iuHi peakirii

[ToBimomneHHs mpo Mo6iuHi peakilil micis peecTpallii TikapchbKoro 3aco0y Ma€ BaXKjIuBe 3HaAYEHHS.
Lle nae 3MOry POBOOUTH MOHITOPUHT CIiBBiIHOIIEHHS KOPUCTL/PU3UK IIPU 3aCTOCYBaHHI LIbOTO
nikapchKkoro 3acofy. MeguuyHuM Ta papMalleBTUYHUM IIpalliBHUKAM, a TAaKOXK IMallieHTaM abo ix
3aKOHHUM ITpeCTaBHUKAM CJIiT] IOBiTOMJISITH TIPO YCi BUITAAKK MiI03PI0OBaHUX MOOIYHUX Peakilii Ta
BificyTHOCTI e(peKTHUBHOCTI TiKapchKoro 3aco0y yepe3 ABTOMaTH30BaHY iHGOpPMaIliliHy cucTeMy 3
(dapMakoHarisAgy 3a nocunaHHAM: https://aisf.dec.gov.ua

Tepmin npudamHocmi. 3 POKH.

YMmoBH 30epiranssi.

30epiratu B OpuriHanbHi¥ yIAaKOBIi IpU TeMIepaTypi He Buile 25 °C.

30epiratu y HEJOCTYIIHOMY IJISI OiTeM Mici.

VnaxoBka.

I[To 10 TabneTtox y 6iicTepi; mo 3 6yicTepu y mayiii.

Kareropis Bigmycky. 3a perenTom.

Bupoonuk. AT «KUIBCBKUM BITAMIHHUM 3ABO]I».


https://aisf.dec.gov.ua

Micue3HaxoIKeHHsI BHPOOHHKA Ta aipeca MicCIsi IPpoOBaIXKeHHs HOro Tis/IbHOCTI.
04073, Ykpaina, M. Kuis, Byn. KonumniBceka, 38.

Web-caliT: www.vitamin.com.ua
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